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Syathetic antiepasmodics 1. B i
. Benshyd . .
“““’ﬂ”&ﬂu and related compouuds? r}l JM\?:,':,{L uvernight, retlux the mint. 6 hrs. at 160 on g enl bath
and M, Protiva (United Pharm. Works, Frague).  Collee. Jil- the call mixt. with Clly, uned tilter off the solwl; treat.
tiow Cee'B"Chém, Communi, 18 BT 15 i English): T Of the filtrate with the required amt of il H1CT e
ol preceding abatr.—EtNCHCH,COCH B (1% 45 sepn. of I, * After fltering off 11 4« 1n {2+ ahervr. X' vfoe
isomeride of trasentin (Mcier, .4, 3, o 3 'cs‘ch:’ ethylbenshydrylamine (V), m. 50° trom MeOl]s, ““ :.1..
et ol., C.1.30, 25401%) is an antispasmodic of the papaverine ‘2incd as follows: Make the aq. Liver alk. with Naoi1, et
type, lnhlhl‘:f.'ﬂ the BaCly coutractions uf isolated intestine, with E4O, evap. off the ERO, aml distill the residue ineder
!K‘x“,i::‘:”ﬁ';l’:l:ll! llhc sctivity of atropine, und is 109 us of- ;ﬁi:rml' Dr:xtl‘x,l:t: at 0.5 smm. and Hine ¢ hath), appears i
was tested as ll!vll"L‘?.:::: '(’E'l."ml"c oy rctions. Diba):.'k:ér V) n.intlz'vall;’ ’ll):\ﬁx::;, . ll." - ‘{r]mp“ Mol
Y LG . wa . . v . eped. i 20 g, yick » heatin
() Hydrolyze EUNCHLCILCOE (Fusm, C.A. 21, 214 T Vet 5 & g e .
with ale. KOI. yolate the lrec acid, convert it to fis No O K- BICHCH.COE i the swvexlace 1 hre. 1o 1500 ter”
“‘:1: :z!ln e;:lmv. amt. of NaOEt sl evap. to dryness un“ u:jm the cul;ll reaction mitt. with 180 i of banfung FeOH
ucerl pressure, cover th g 5 and cooling the ext., needles, m. 141-3%. ¢ : N
e residuc with Clie, treat The filtrute was evapd, und:'r"mh:cv-l Wc::u)rs:n:::lr::‘l’{u

with PhyCHEr, reflux 9 hrs. on the ws

the cooled mixt. with water n:d lh: r‘::]lut:rnhln;l:x;t:no(: ;;?lt decompd, with excess Nily, exti. with ad). the saln. driet

shaking seps. white needles of I, m. 171-2° (from EwH). 2V RiCh, and the residue !r:n(’limu"nl.undrr' r:-;x:l:r::

E‘r;.;u'r'x:::. luf Hl with .\':qu). amnl subsequent extn. with pr‘:;""é 8;“2 Ist ";“‘i'i"': i,’:‘V"»: trituration of the resetus

: S L ol B52%; pierol with Et yielded ¥Y-benzh - 4. :
puralomale, lustrous yellow oo onnmide (VIID, which :.nryrd :‘:\‘r\ilflff(;'ﬂfl':lg[f;;ll.,‘;u

ncedles, . 117° (from FiOH) {h) Treat 4.8

iced| m E . at 4.8 g. CH,: » i
LH(_.O,?I'(Ph: (11} with ¥ ml. EuNH (1V) with cnrm.’al I-ﬂ-f-l' (cor.). Mixed samples greatly depressed the
cooling for 14 nun., fepeat with annother mi. IV, let stand o. of VI Lanrener Kosen
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Synthesis of & new histamine soalog, 2-(3-amisestayl)-
dihydregiyersline. §. O, Jilek und M. Protiva (United
Pharm. Works, Praguc),  Collection Ceech,
wiuns. 18, ST 190 {in En(lish).—z-(‘.!-Aminmhyi)-
1.5 - dibiydroglyoxaline (1) posscsees
Liminie of unlihistaminic adiedy.
-:mdum{ frugment —N:CX.NRR’ (la) (M. Proﬁvu.t
Cas. opris cerhiha Lhdrmictta 02, 143(1140)) necevary for (2)
histaminic uctivity (X = Et, Pr.or isxo-Pr, Rand R’ = Hog br.
Me), 1a > not a suthcient comdition for hi inh ivi
Al reported s are coc. il analytical sunples were dried
110 hes, at 0.2 mm. over Py 24 2-Bensamidorthyl 4.5 N
dik w‘l?mmlmr (11) was pregl. by 2 methods: (1), Bz- tra
Nt C".’.ll.ClOlil):.\'H.HCl (1) (43 g.) in a25) wmi. diges
F1OH was refluxed (water bath) 6 hrs. with 10 g. (CHy- and

1

"APPROVED FOR RELEASE: 09/19/2001

Chem, Com-NaCl filtered uff, the filtrate 10
residue distd. in a Hwkiman flank;

wo  marked hn-{crystd. in the receiver) was

Since 1 contains thei at in wir). D ]
aq. FAON); dipicrale . 18-

dried; prepn {2} now continued hike (1

‘ ‘”—C;ZVII?-BRPV_SG-.QOS13R001343320011-3

L 42

drysncss. erapsl and the
the fraction b 115-18)°
I, hygrowopie, o tr-N* (del-
Derics. of 12 di-M Ol sals, me 219-23°
4% (from water). _Prepo.

i, EtOH, and IV were g€

on 8 larger scules R
i-n!tr h:lh\. the V tiliered off, the piltrate rofluzed an

Itered ofl, the hiltrate concd. uader

bath), the ressluc taken up in 3
n. refluxed 3 hrs., the IX tfiltered off, the &l-
dryness under reduced presare, the residut

O, and the prodisct which sepd. collected
Another

I by adding IV o Gl CORNCHICHY

Nyl (IV), (C1L, N » 2HCE(V ] od of prepk-
s (IV), (CIGNTE R 2HCE (V) filtered ofl, the filtrate method of p ;’& bty FROll amd retinung the mixt.

conel. to 0.5 vol., the residuc treatad with picric acid (VD)

Gi g.) in warm E1OH, and allowed to stund in the cold; yielded 1,2-ds

the picrate (VII) of 11, filtered off and recrystd
ml. EtOH and 4%} ml. Me,CO, m. 200-2.5°.
was decompd

up in PhNOy (VIID), the VI and Vill removed by extn, with
Etg), the remaining acid soln. refluxed 4 hrs,, the B2OH
(1X) Gltererd off, the filtrate evapd. to dryness, and the

li .
residue erystd. from EtOH to yield a mixt. (X) of di-HCI dihydrea-2-glya
walts of Land V. X could nat be resalved by crysta. from (OBt NHLH
@) EWOH, therefore 6.0 5. was allowed to stand 4 days fluxed 4 hrs.,

(occasional stirving) in 100 wml. NaOEt soln. (1.7 g. Na), the

APPROVED FOR RELEASE: 09/19/2001

C(OEs): NH E
pklbulmudnrlhuur
" from 700 8.5-dihydro-2-glyo %
VII (41 £.) CHyCIOEY: NH HCL 8.7 x.

To prep 34 2 geminoethyl i
wntsmencesamude (X e 16 x [N
IV, amd ta ani. Lt wege £
hath), and the . allowes? o stand 45

. with 400 ml. 3 ¥ HC], the liberat vi fluxed 8 hrs. (water
N " ! cd VI taken h‘r‘:-; the di-H Clisalt (XIV) of X1l . and addal. XIV

was obtsined by addn. of 2 K. HCHin Kyt to t
i XV m. 1 $° (from E1OH

he mother
To prep 4o
ralinearelamide 1XV), W & HNCOCHC-
CL(XVI), 18g 1V, and a4 ml. EtOH werege:
25 g, HHCEsalt XV of

10 xve, on cooling, &
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1v, needies, W SIRT fddevampt o tross o' ¢ ol A woln
RLIE % Xvil in TR Nat)ly (comti SRR Na) W
atigred S0 nu . filtrzed the next ey, aned th filtpate evapd
ander grehue et pressure, gving V, privns, 1. on-u° (from
EOH). iV is not stuble and turis feil-tpuws i e

Triturstion with EtOH and fltration of the casnpact s
ceaulting from the treatment of 2% 8. .\'CCH;C();V.K with
G g. IV yickt 18 & ‘\'..\”-l:is(r)uuoaulyl\rlhylrnnlia-im.
w. 103-3° (from ErOM). Recrystu. froan PrOtl (contk
charconl) of the melt se~ulting from heuting (& e, 3 hes.,
oil bath) .\'C(Clhhcuﬂil and c\l\ylvunli.un\ne petotuene
sulfouste gave an unhlenlil'ned product, white needles, 8-
241-2°. o-C.“.(CO)..\'C!lgCH,C.\' (17 §.) in W ml ey
CHCl und 3 i, BtOH was . with dry HCH at 0°, the
mixt. allowed tO stand 1 days amd the wlvents distd. ofl:
the crystals of K11 soften U9 1o* (alow heating ), resulidilv
and finacily wiyt.  An ttempt o pe A’-I“lll‘l‘\“ﬂl
Jesivs. of 1 by the Aannich reaction between t-benevl-
tysidine and pipcridine or BN (a8 HCH salts) and HCHO
was unsuccessful. The acid succimaie (¥ deric._of
lysiding, W 1H2-3* (from EWOH). A suspension of XVI
(15g.) in 30 ml. EtOH was treated with 200 ml. 8% alc
~Hj (shaking. 40 min.), and the soln. concd. after severs
hrs., yielding 5.5 8. n-(rmbanylumidu(.ubaxy)uummu!:m
MCI(m), m. 176-7° ({rom aq. EtOH . The XIX prepd
above differs in behavior upon heat ing from the XIX prepd
by Pinner (Ber- 28, 1, A70(1805))- J.awrence Rosen
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ombi of anesthetics
bm\ and My Protivar Chrm.
sll(mum devive.  of
prqu! andd tested ln! anmnatamlnr .mi\nv (u
of that of try! p— PhCt u.ll.‘u).t I
i m!

33 mu prepd. iO st
341 g. Zn pow ixt. u(ln.’)(B 1
mef a of 2 hr- and refluxing 1

g I, bea-ea 24 30°,
(dzmmvn .) (W
punﬁzd us

(an  we
and 12 hi d cefluxing ¥ hr~

'd
:\CH,LH.C‘ in l’ﬂ m! Cotle, ant
wuct wus oxt.

cd wuh \M., extd, with
{i_gitisd

EtO, md dmnnﬂ og . T ed
-hhvdr m. = . p—PhCII,l "(n\ C"l(."x*‘

NGIL co,cu.cu,.\u,. o 40°, was Pre o
mmhr manner. M. Hmlhck(
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.

hmw M. Protiva.
Liy 44,
‘h{::" Nh :gﬂ) &Prs (60%) b*!lﬂ-ll“.liz >

c':'..’é'&'&."m-m H wit lmr mécu.«fu' ;
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N2 y))benzamide. M. Protiva, J. Urbun, and

J. 0. Jilek.  Chem. Listy 44, 40-1(100)).—2-{ Dibenzoyl-
amino)pyriding, m, 168-8.5°, was prepd. in 219 yich) from
winopyridlnc (I) by the Schotten-Baumann benzovi-
Mon. N{2-Pyridylibensamide, m. 81-2°, was prepd. from
1 and B2Clin B0 or CHCL soln. in 10 yicld or by heat-

ing equiv. amts. of I and BzOH 15 min. at 210-0%.
M. Hudlicky
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2-Dimethylaminocycloheranone. \|. Protiva amd M
Hotovidka, = Chem.” Lusty ¢4, BHI0M).-22.Chloroeycle
hexanone (1) (132 K.) and A0y g, 2557 Mey,SH in Ko

« were heated 1 hr, at 10° and 8 hes. at 1 10° inan autoclave.
L From the acidified reactinn mixet., 42 g. 1 was recovered by
extn. with ether. The erude product, obtained with alkali,
vieldedd 315 g. 2<!imethylamimtyrlahcx;lnnnc, by ON-
H05°, by 104-83. The free base is unslu!:le. M.H.

RaaSatiden AN

.
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Ethyl  y-methylmercapto-o-(3-pyridykearbonyl ibutyrate.
M. Protiva. Chem, Listy 48,91 -2(1950).— Powd. Na(2.g.)
and 19.3 g. Bt (3-pyridylcurbonyl aacetate in 100 ml. dioxane
were treated with 11 g MeSCH,CHLCL ut 60°, the mixt.
benited 3 hrs. at 50-60°, the NaClwastemoved, the dioxane
stripped off i sacso, the residue dissolved inlil. HCI, filtered
with Noeit and made alk., and the vil extd. with CHCL and
distd. at I90-56° at 1 mm. M. Hudlicks
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N2 Anlmo«hyl)ukwwnide M. Prativa and ]
l?‘u. Chem. Listy 44, 91-2 1951, - Nicotinic acid (8.5

}l and 7 g Ph\lltll,(.ll,\ll, were heated 15 min. at -

L72m-30°%, wnd the melt digested with satd. NaHCOq soln,
washed with water, and cryatd. from CHCY, to yleld N
anilinoethyl nicoti le, m 1413° (uncus ), solb. in het
water nml MeOH. M. Hudlweky
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Derivatives of W acid. M. Protiva, V. .
Reficha, and J. O, Jilek, Chom. Lisiy 44, 23 -S01055) —
KCN (105 g.) 0 400 ml, 08% F1OH, at 50* was treated with
40 g. ls'tO.CCH.ClI..Bl 150 ml. EtOH; after the spon-
taneous reaction subsided. the mixt. was refluxed 2.4 hes.,
the NaBe fltered off, the KtOM evupul. im racoe, the pesiduc
ceutd. with CHCL, the CHCL Mrhvtu\l off, and the reaidue
disted. wt TH-1® at 18 mm. o 20 17 at 20 nu. to vield (12
0 A0755) BACCIWCHLCN (). | (U3.3 4.}, 25 g. K1OIL,
utnd 4060 ml. EtdD patd. with dsy HCl with conling yiekicd
S g. (0195) BONCCILCHC(: NIDOE (ID; HCT sall, w. "
Hr2 5 ) altcs stambing da the acbox. 1]
1200 ¢.) i 80 ml. KtOH, allowes) to stand with L wm). 6%,
NHy o KGOM 523 bra, wt nown temp. and » few hea. in the
wrbox, viehled 11 g. 2dsioo-Apyrrolidose (1), m, 190-5°,

talard by 8 few crystos. from dil. KeOH to RT-30° (de
compn.). ¥ (2 g.) gave 0.8 g. succinimide by bydrolysis
with %) m). water after refuxing 3 hrs. Hydrolysis of 111
by Ha(Obl)y gave sucvink ackl. Ne-Bougyl. pcarbothor v
rnr'vu--'lnn ) Q.b K.) was pregud, hy Geuting 2 g 1,

with2g. PHCHNM, e 305 ml. KO at romn temp.; ewgm.
the milvent i1n pecno trenting the resilue with Me,CO),
IV is »0l. in wuter and KtOH and insol. iu MeCO. The
hydrazide, m. 7G°, of HOCCHCHYCN was prepet. by re-
fuxing 204 g. Band 1 4. Neble. HAO 2 hus. i 5 anl, KtOl;
evapn. left & glassy material. M ludiichy
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L imaib e 7 9%
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(‘}"70 ros '-/ﬂ(:/'u—p..; - ‘7{7

sters by
Preparstion of some peimary ] .\l}rml:;‘!,,
cans of lithl hem:
'l!“:miva (United , - prepd.
Tty 48, 2RI B el . 62 5%,
o ::'ir:‘mmhmh _P"’(Il(|l"ml'.‘--',',|" (K1 8Y;
s i S0 PECHCHCION. Yoy W00 L
s-pyridicarhinel, s

-

bt O, m. 1210 oAk
PhCDCHON, Y LI o
':":H""n“:"n)-ﬁ’s"‘?fé":"\; and 4-paridylearbimed. T o0
1hE 6%, be fobe :

. M Fandlick €
V5 (5 v prrate, m. 16200
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Some sdditiona] basic benzhydry! ethers M. Prouva.
A Buste, amd M Harovicka (Unitend Phatm. Works,
Prague, Crnevh b Chem. Listy 48, L3 ALINALL IPhaCHO-
€ CHyn NHy, propd. from PhoCHAr (1) and 11X CH LNy in
a6t viehl, I s 152 0" . G0 727 (from ctherdy; il alt
mo6a 6* (froam MeO? Pa CHOLCH SO 11y was
preped by rettusing LY NI IUNY 3L CHUL ol 1146 g
Ny N hrs at 120 30° with stimng; viwvnum dhintne
after remval of the salt yiekded .7 R ST, he T
i PRy CHOCCHyn NI M e wns prepd. by heating 1 g.
B112 hes af 140° with 75 ml ale, MeNH: (contg. 24 x-
MeNH, in an antoclave; sripping off the K10, addin
il 190, enig the peneduet with Et), purifving by wa
of the HUT salt, amd distg, at 17 9% and 0.25 mm. (13.7x .
Ti%e HOA salt, m. 15 0° (from A L0 Pa,CHO.
(CH::NE8 [37 k. (N2.5%) from 32.5 &. P CHOH and
1 g, UK CHyWN Meg in 150 ml. CyH, retluxed 8 hrs. with

T5hg NaNHyl b. 167-74%; 4l salt, m. 166-8° (from Mes
con. HO{CHMNMey (TN [12 5. (m‘,’g) from 14 g. HO-

(CHLCT and 100 ml. McOH soln. of 22.5¢. MesNH hentoedd
& hrs. 4t 100 amd 8 hes at 180° in an autoclave, the ale.
stripped off, the residue acidified with HCL, eud. with
F1.0). the aq. layver alkalized, and the base extd. with
fr 0, by 120 07 HEQL0 g )and 10g. Na;CO4, heutedd tor
toee, 17 g wolten Ladded, the mixt. heated 5 hes. at | "o,
el with ether aftor cooling, and distdl. to yield 155
e PoCHOU Cliyn N Mee, by, 20-5%. methiodide
12 e rom MeC. I‘h,(,'IIOCll.(‘H(OII)CH,.\'II-
CHIhe was prepd. by heating 12g. Ph CHOCHsCHOH -
CHaMT and 9 g PR CHNTE 10 hes. ut 130-5° in an auto-
ave, steipping off the unrected materials, dissolving the
residuc in EO, and treating with ale. HCl to give (7.5g.)
HClsalt, m. 1625 3.5°%. M. Hudlick$
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Diethyl ester of benshydrylformylaminomalosic acid.
4. ). Vejdélek nml M. Protiva (United Pharm. Works,
Prague, Czech.). Chem. Listy 48, #4-5(1951).—H(O-
NHCH{CyEt) (l) (1015 g.) and 1.13 g, Nu slust in 45 ml.
xvletie were refluxed 1U hrs. with 12.35 ¢. Ph.CHBr in 15
ml. xylene, and treated with water; Py CHCII NUCHO)y
(COEL (I1) (3.7 £.) sepd. in crystuls, m. 180.5° (from
Calis); anaddnl. 0.88 g. was obtained by chromatography
from the Cells extn. of the aq. Liyer, after stripping off the
C.H, and unreacted I, Yield 4.5% g. (33%p). (FPh,Cli)
(0.9 g.) was imlated from the reaction mixt. M.H.
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X ok
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amummt
hy-lmzﬂuml
matrone2.3-XylEn
qllmmt (V' red
Vi 1(08 &) n _’.n
Bt NH and 70 8- ®3Gen q
. \\mnl % hrs..
RO oA N -nlN 3% P
;‘r aated at 19} e and m uulul prey
g K.mcy Ni !nhhd. g (L1 y il h
. l“ \l.! 2 g) was
To crude

A lower yi!
ired mll.nulu .unl .
earne- 2.

K-»

Wi um.mml by
redducing the az0 compd..
aylenol. ¥ (17 g} wa rnlmul wnh an /u R L ml
AUt amd W wml, water by basiling 1 lu yiclling 12K

VI m. 212 15°. M. Hudhick§
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Antihistamine foinpounds. XIX, Ozygen analog of
antergan. V. Redichy amf M, Protiva ‘;? ke,
Prague, Crech.). Chem, I,J:zts. (LN W) - As un O
arilog of Antergan, V(2. et it L 1wiline (1),
was prejel by refluxing 181 8. PANHCY Wh, 05 o

. .\lrﬂ(‘ll.t'll.(‘l, anl 431 g NaNH, 10 hes. in 100 m) Cally;
ey decompn, of (he mixt, with wafer, the Cuff, Lyver
viekded 1N . by 115-4 ®. which, purified by wertvhiting
the adative l‘hNHCll.l‘h. fave pure I, by, 144-5° XX.
Nome new besic othors. M. vy, and 1.0, .
Ihd. 15 00 —PheCON anef Phl PACHICOH  reflyxed
~evera! hes. with C.ll...\'Cll,CH.Cl (1) and NaNH,in [ATH
vield approx. 50% OCH,CH,N e, m. .
l-ah’cJJi&. m. 220.5% (from EtOH)], and Ph{PhCH,).
COC".C"'NC."... be.w 2NS-18¢ l.dhi«ﬂﬂlr. m. Xm-tn°,

{froen KIOH)], reap, Similarly, I-[!-(O--mrldi-_vlblb.wvl-

L(J-pw-'-lvl\-l-(p-lnhﬂdb.uo wns o
{ M tolyl heethvlearhing! and 9-(4-nmvnluilnvl dethvl chbogfyle
by reBusing with NaNy in Cells, evapy. the mlvent, and

purifving the peoeuce by chromatogr hy: dipicvate, g,
1o0-2° {lrnm RUOII'M"CO). 'M"g;l. L. and NaNIt,

rave l'h,CllSC".Cll‘NC."..' which wgs iwolated us the
HCl salt, w. 14} (from leo-PrON), From the pee.
vioudy pregd, l'h,CHOCH.C".N(‘.IIn. wis obtained an
il succinate, m, 124 (H1OM-M&CO). Cl. CA. 4

w3218, M. Huilicks

.
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* AAL T Sulleiium analogs of
{ “antihistamines-of the sther geries, Mirostav_Protiv und- 2!
¢ Otto Bxner"(Hlochem, i Pharmacentical Rescarcli Tdat,, e

) Wf‘ - Prague, Crechr,).  Chem, Listy 43, 305- IMI{; cf. Col-
l& ' dection Crach, Chem, Communyg, 16, 680-05(1 M)f n By Hsh{;
} rel. C.A. 406, 5065; 47, LHMHb~2-Aryloxyethyl Me 1y
) . fides and benzhydryloxyethyl Me sulfides treated witly Me] (-‘ £4 £ a4
" gave sulfoniuns salts effective asantibistamines, E.g.,0-Ph- ~ Ry
CH,CH OIS (16.6 g.) and 9.9 g, CICH,CH,SMe refiuxed [i]
» hrs. with 100 ml, (O contg, 2.07 Na, the NaC) filtered
* off and the filtrate concd, in vacus, dild. with 50 mi, CH,,
washed twice with 20-mj. portions of H,0 and 10% NaOFf,
+ then with 1,0 and distd., yielded 13.7 g. (59%) o-PhCH;.
i Cd{.OCH,CII;SMe. be 184-5°, nyp 1.5882. The methiodida
L(I), m. 135°, (93.7%) was prepd. In Me,CO soln. Simi- <
larly, the following ROCH;CH,SMe (with R, 9, yield, b.p., :
and 38, resp.) were prepd.: 2-ise ropyl-5-methylpheny]
(), 88.5, b, 128~7°, 1.5332 (mcthi tde, 319, m. 123° H

IS

-

- N " Luaphihyl, 50.5, m. 23°, by 189°, 1.623% (methiodide,
¢ A /.1}2 89.0%. m. 128°); and 2-naphthyl (1I1), T0.6. m. Gas (mcth-
I, tedide, 96.8%, m. 127°), PhyCHOCH, CH, 521, (IV) was
prepd. by heating 11 g. HOCH,CH.SMe, 11 g. anhyd. . ;
1O / 7 4y 5/ oia:CO and 24.7 . PhyCHDr 4 hrs. at 130°, and dijp ;
A ) l e cooled mixt, with 50 m}. CsHs, washing with two 60-ml, : B
' . L { portions of H,0, drying, and distg. to yield 14.0 . (66.5%) -
e, (Mema - IV, by 168-70°, #39 1.5753; methiodpde (V) (02.5%), m.
\'?d/ - "98°. The following R'QH.C}IPhOCHgCHgSMe (with R/,
‘) . % yield, b.p., and 1%, resp.) and the correspondiug meth-
) . iodides were prepd. similarly: o-2le, 63, by 17 °, 1.5778 .
Smdlu'odide, 63%, m. 111°); m-Me, 6.8, b, 181-2°, 1.5748
methiodide, 76%, m. 105°); and p-Me, 60,6, by 179-80°,
1.5730 {methivdide (VI), 80%, m. 109°). The antihjs-
tamine effects of I, V, and VI are 1.2, 0.8, and 2.0, s
“compared with 1.0 for Benadryl, [242-Tsopropyl-5-
mdhylplu:nuxy}:thy[]dimdlxylmlﬁmium Me sulfate (2.27g.),
m. 130° (from C,H, with EtOH), was prepd. from 2.2 g.
. . II, and 1.2 g. Me.SO, in 10 ml. CyH,. (Z{O-Ben.vlphmoxy)-
ethylldimethylsulfoniuns icrale, m. 116° (from H.0), -
‘was prepd. from . 2 2-Naphthoxyethy! methyl sulfone-
(2.3 g.. 91.3%), m. 180-1°, (from EtOH) wns prepd. by
boiling 2.2 g. 111 and 5 ml, 309 Tho. 1o o oo AcOH.
o, . M. Hudlicky
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PROTIVA, M.

Relat ion between chemical structure and physiological actiox'z. )Cuk.
farm., 1 no. 11=12:704~717 1952, (CIML 24:1

T - b S S S . S T P | . A N o -
AT INE  Y L O T P ot = ISR BRI TRt O et R N i) i, T
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in homolog ouo ser
"Anulhlst,mlnlc activiby A

= ,’) i
Chemicke Zvesii, Sratislzvs, 3

2eb 195,

. 129

Lo 10, et 1934, Lit.

- __ ‘-.ern FrY e o4
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%7(1. 't,v')fl(ffxbgl—b s ;

-
[

of

. chemistry. 3. Protiva_. .
7 Moteds o m‘:ﬂth inst., (us':"Ci«h-)-

i(Biochem. and F! A revi h 38 references.
{Chem. Listy 46, 120-8(1952).—A review '“M. Hedink¥
~
e e e e i e — P T A A e e o B
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- eyt fetnino] "-‘h‘c'M‘ wese_aof and -
~ double “the %ﬁcﬁcm rcsp. tpared. with bcnudryl :
XXV, Three: now l ‘ethers, - Miroslav

 Protiva’and - Milod Bom'néka o0, 4378 ~(PhCH- |
- OCH;CHyNMeCHyyy (1), l{z-bmaydry(oxyethyt)—é-(z- .

" (2hydroxyethylipipernaine (I1), - and 1-(2-bcuzhydrylo:y—,y B
:'cihyi)-sz\k:rotthyﬂp wrazine the .
‘following serfeD of reactionst CH‘N’H;k lmg )m MOmI o
+ anbyd. CHLN and 740 g r- {eCH{SOCLNeated £ bir. at -
LU, nnd poumd {uto 400 mi. H;0, 600 ml. caned, HCE, and - -

- .1100 g. ice gaye a quant, yield of cryst. (p-MeC.lf.SO,NH- i
: CH.); (1v), m, 160-1° ((mm BtOH), also abtained, in 46% -

by refiuxing 2 brs. 34.2 g, p-MeCHSONHy, e
OH 22 wl. HO, 18.8. g (CHiRek, and’ 100 ml. 8{08.4
5.83 z)wmi 79 g Mel in a mixt. of 20.5

,-and 223 ml, EtOH gave 77 g (87%? (p-M:c.n..

) -8.5%
ey 0 5

" (fro
~dro! 150, at 165-65° to Meuﬂcmlcﬂy g
~ NH le). (V‘l), b.- 110-14" (5 CY talt, m. 236%), VI(33g.)
in 40 ml, H{O, treated first with.004 g. HOCII;CH.CI C
v then with a’a 8. YO in 120 ml, HO at 40°, 0 g. -
- NaOH added, mixt. extd. with C landt!xem R
y{ddcd 12 g. (18%) (HOCH;CH.NM&CK:)‘ (V[l), bt ' ’
140-65°; - dipicrale 999-3° (from dil. M&CO).” VIL-
(1L g and. 18 & :mhyd Na,CO. wa.s treated duxing 30
- main. with 32 g. PR;CHBr at 160°; refluxed 3 hrs., HyO and .
" 'CeHy were ndded, and the crude 1 feft after evapn. of the - )
" CsHly-Inyer was. teansformed  #o’ the dlpura!a, m. o 1734%. o
L disuccinale, 1, 1412, 5' {frota H:0)." II, ot 67-8° (from :
* ety ether), by 21417° wnssimxlax!yp:epd. in22% yield -
e from PhyCHBr -and 1,4-bis(2-hydroxye )p{ve:azme at'- B
140—50° duua:mdld. ‘m. - 118-19°. (fmm FtOH-Mc‘CO)
11 and 'SOCH m CeHe gave 77% of 1IL2HCE, m. 185-7% -
(from EQOH) II duuccsmxla !u.s a stmng antihistamine 9§
ec M. Hudlleky
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A el 23

P

PROTIVA, HIROSLIAV
b S ‘ Aatihistamine substances. XXVI. Some new hetero-
. c{cllc dotivatives of ethylenediamine,  Miroslay” Protjya,’
; Jit Oilck, Zdendk §. Velddek, and Off6 Exirer (Ihanm.
. ) ’ RBiochem. Research Inst:, Pragoe, Crech.). Ciem. Lidy
: . 46, 551-4(1032); of. C.A.47,43001; 48, 146c.—Aikyiaiis
H of 4-phenyl-1,2,3,4-tetrahydroguinaldine (I}, aeridar {I¥},
p o anid 2phenyhi-methyl--asaindole (1) with N-substituted
i ; aminoalkyl chlorides gave new heterocyclic derivs. of
(CH;NH;)y, of which only acridan derivs, showed anti-
- histamine activity, 4—Phenylﬂuiualdine (10 g.) reduced
. ’ \}vllélll 161.5 g Naln MQ mg._,boi zz;: 12,’2;»1! gave, Q\;gu%fh its
I st. - 21 salt, m. 200-15°, 3.7 g. (37 , m. 0 ront
Chepdczl Abst, EtOH). 'H, m. 168-70°, was prepd. in 1%, yicld by the
Yol. 43 Ho. 5 : reduction of Q-ucridanone with Na in AmOH. For the
. 10, 1954 prepn, of 11, 3-nitro-2,6-lutidine, m. 37°, b. 220-30°, was
Lol e LY bydrogenated over Raney Ni to give 70% 3J-amino-2,0-
Creanie Chemistry futidine, m. 123°, b. 228~35% this treated with BzCl
- yielded 709 3-benzamido-2,0-tutidine, m. 171°, which
was cyclized to III, m. 280° (decompn.), with NaOFEt in
71% yield. I, I, and II with NaNH; and (alkylamino)-
‘alkyl chlorides gave the following N-derivs. of 1 (% yicls
jand b.p.): I, MesNCHLCHy, 68, bys 150-60° (HCI salt,
m. 215-17°); E4NCH,CH,, 38, be.e 165-75° (HCI salt,
'm. 162.5°); " (2-piperidinoethyl), 75, bes 180-200° (HCI
isalt, m. 239~407); (2-inorpholinocthyl), 27, by 1S0-200°
igHCl salt, m, 225-7.5°). Derivs. of H: Me;NCH,CH;
i 1V), 45, by 198-200° (picrate, m. 166-6°); Et.NCH,CH,,
53, by 220° (picrate, m. 2690-71°); Me;NCH:CIHMec (V),:
61, by 1834°%; EtyNCH;CHMe, 35, bea 170-5° (picrate,:
Im. 188%). Deriv. of III: MesNCHLCH,, 45, brs 200-1°
) . : J(2HCLAHL,0, m. 213-14%;  dipicrate, m. 212°). The!
rro - . e idisuccinates of IV and V showeil 7 times and 2.5 times the
) : _{antihistamine activity of Benadryl, M, Hudlicky .
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Las L7:L119%

FRUAIVA, MIFEGGLAY Czuch

wita JIBI FLIML anc nDUARD KROSLCCH

Pharm. siccnem. Hesearch Inst,, rfrague, Czecn.
MMV S L sapric venziyuryl-2-(2,0-dimetiy lpiper-
nantinistamine substances. avil. Sterecisomeric venzipuryl-2 (2, y
idino)etiyl ethers."

Chem. Listy L6, 758-51 (1552); cf . ivid, 5815 LA L7, L4300a, TL33e, Yv2be.
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PRCLTYA, He Las L7:11182

with J. PLI¥L
Pharm. Biochem. Research Inst., Prague, Czech.

"Syntnetic experiments in tne nistamine serics. 1I1. HNew mebncus of tae reduciion
of L(5)-cyancmetnyl)imidazole to nistamine.®

Chem. Listy L6, 772-3 (1952); cf. Ca b5, 8017d, 953Lg.
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Lol i
A
FRCITVIA, 14 PLTE, J.

T 1 3 1 b v IYYTTT N O B | - !‘117’)
Antihistraine sulshsn wslorue ol banadryl, w773
(Chemicke Listy, Pr:hs xfol 4? fo. 12 Dec 195?)

30: o $hiy Tist of Zast Eurepsan dccestions, {afill 16, VoL, 4, T 4,
Mo thly List of dach ,
June 1757, incl
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4:1:(!" u.md_muk J. O.: Zaklady pracovni
1,5 afilckochemicke laborator, Prague: sm-x.mim '
(mf Kes. 820 Reviewed in glmw Listy 48, 324

b et e e et e e e
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PROTIVA, M-
PROTIVA, M.; EXHER, O.; BOROVICKA, M.; PLIML, J.
2Lt
N H thetic
Aatihistamine substances. Part 22: syn
Bagic ethers derived from aliphatic carbinoli
alcohols Lin English with summary in Russiaal.
p0.1:86-101 ? 53,

antispasmodics. Part 4,
and 0K -substituted bensyl
Sbor.Chekh khim,rab. 18
(MLRA 7:6)

1, Pharmaceutical and Biochemical Research Imstitute, Prague.
) (Antihistamines) (Antispasmodics)
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JILBK, J.0.; BOROVICQA, M.; PROTIVA, M.

pEes SR S e T B e
Synthetic antispasmodics. Part 5. Cyclic analogues of substances of the
3,3-diphenylpropylamine series {in English with summary in Ruuian?é)
Sbor.Chekh.khim,rab. 18 no.2:257-269 Ap '53. (MIRA 7:

1. Phormaceutical and Biochemical Research Imstitute, Prague.
(Antispasmodice)
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EACH V., PRO‘I‘IVA. H.

¥

Local anosthetics. Part.1, The synthesis of some analogues of "xylocaine®
fwith susmary in English]. Sbor.Chekh.khim.rab, 18 no.5:684=693 O *S3,
(MLBA 7:6)

1. Pharmacentical and Biochemical Research Institute, Prague.
(Xylocaine) (Anesthestics)
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TROTIVA, 1., ai
YArtihigtsmine Substarces
of the H-berzylethylere- di:".-rc series,
Ethers'", »
Vel. 18, No. 5, Cctober 1953,

SC: enthly List of East Durcpean
Farcn 1955, Uncl,
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IV, r?l\—al" ] ?'r»:tr.'-'i cmes of Artihistorni-ios

Three oy x“),"si(‘ 2o zrhrTTrl

LGy Vel. 4, To. 3,
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PROTIVA, M.; PLIML, J,

[T

Synvhetic analogs of curare alkaloids., Part 1. Quate

. - raa salt 34
aliphatic ethers an thioethars [in German with summary ﬁ l:ui‘agj pog:m
Chekh.khim,rab, 18 no.6:836-841 D '53, (HLEA'7:6) )

1. Nauchno-issledovatel'skiy institut farmatsii 1 bi
(Bthers) (Ourare) v okhimii, Praga,
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R S/ 0 T A .

VEJDSLEK, Z.J.; TRCKA, V.; PROTIVA, M.

Pyridine derivatives of pharmacoloéic interest, Part 4, Some new
esters and amides of nicotinic acid [abstract; in Bnglishl). Sbor.Chakh.
khim.rab, 18 no,6:884 D '53, (MLRA 7:6)

1. Pharmaceutical and Biochemical Research Institute,
(¥icotinic acid)
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EFROTIVA M,

Synthetic spasmolytics of the ester seriss. p.213
(Chemicke Listy. Vol. 47. no. 2, Feb. 1953) Czechoslovakia

S0: Monthly List of East European Accessions, Vol. 2, #8, Library of Congress,
August 1953, Incl,
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e

FROTIVA M.

Parasympathomimetics. I, Synth etic spasrmolytics. VII. Synthesis of z new .
sulphur analogue of acetylcholine and sulchonium salts of the "Tifene™ type. p.<i7
(Chemicke Listy. Vol. 47, no. 2, Feb. 1953) Cgechoslovaklia

SO: Monthly List of East European Accessions, Vol, 2, #8, Library of Congress,
August 1953, Incl,
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SERUTYZR

P i

- ) Gabghionic blocking, ageats.’ ‘L. ‘Bulfaolos atalogs of .
o the lower methonium fedides. . Mirosha? Protiva, Jifi 0.
T1ilek, and Otto Bxner {Farm.’ pieteaT § Gutav,
5 ‘I»'mgs’m,',czcc}x.);,Ci;em. -,Lmy.w,"aﬂw(ma:s).—a_s S
lanalogs of the lawer: methonium jodides were prepd: suf~ )
o Honisn salls ir‘r;m}(#’i{(li!_:).ﬁhﬁe. fmm:(.\(e&CH;Clhhb, :
RN and from MeSCHCHLOCOC! HCHCHNER {an. -
R e e e rmened
! ngeH {Feout 808, MeSC{: HH W5 TS0 psisd through a
¥ solt. of 4 g, Na in 1l EtOi; the sotu. treated with 168
K »:Q(Cilaﬂf):', the holling (Immne’spoutuncom'cyalutio [ : .
A continued 2 hrs:, the jnixt, filtered, the filtrate evapds the"
regidue dild. with 30 ml Bt washed with 30-mi. HiO,: ..
“ithe sepd. nq..layer extd. with’ 30 mi, Et:0, and the ethes 7 7
; -exts.‘cvapd.,‘p.ud,distd. gave 6.3-%- ‘(M%)-(CH;SMe)q,r
o bigen - T8-8A% moﬂaiuz!hiodide. “m. 93-4° {from EtOH).
. Gimilarly were prepds, MeS(CHa)SMe, b §2°:(05%) [di~:
e odide, mi. 1547 (decom ) (from 4. EtOH); MeS-
| {from (CHeldls b~.i-121-3‘?__[d£mcthiodide,'m."
R . . io, Mv;jS(CHx)‘SMe,' b 112-14° {di .
S Fa%. A mixt. of 18 g (CHS3Hh 383 g
1 'Na, and 125 ml 1£tOH refluxed 7 s, with 18.5 g. Med
: CHLCHACL ~fittered, - the filtrate -evapdl. . B pacd0, the .
N residue “dissafved (i ml E6Q, and the ether -sola.
- washed with 50 mi. HiO atid distd. {igldcd 95.7 £.(85%) I, -
: ‘,_b.',;'l()'ia imclting on heating with.the hand); dimethiodide,
e 1512 (degem u;)'(fmm_HsO)‘.x. W, 2Mel m, 1989 (de-; -
el (from 160N T 2 radticks S
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: galts de-dve
Mirosiay, Prot

S § e SynthetiC anatogs of curate 'alknfoidSA 1. Quatersaty
e d from po\‘i".msic aligHATE Fiiers and thioethers.
g AN

{iro !iﬁ plimt (F2 . bigchent. vz RS-
Pragus, Crech- o Chemt E{ls?y 17, J0a-12
- —Quzternary anatogs of stdecars® henintn jodide”"
Lwere.p 4. frem el and AL, 1esp.s ertinty’ amings
in 3 condunsing . & cols, H CH)OH, MMeh-
CH:CH:O , & d '(CH:C‘H:OH)I witht :T{CH;CH;CI
(1) and hy th ction of X(C!-h)l (1 with MeNCHy
\Cl:SH un- T « stisred ulsio! (CH;OH 101
0 mi, PhMe was added 12 70% N NH;,themu*_.reﬁu

xt.
1distd. off, the residu dild, with 1,0, the Nl filteret off,
H heﬁ\u’nte\.vapd.,n the rasidue std. gav g ( o)

{Ve:N b HgSC}_I;CH;h (av). s 187 2 Tert 3
amines § the gen { CH:CH,O};.\ [X, yi d, L]
b.p- , and m.P. £ the cOrres! onding hiodide (alt N

+oms complexcd) given}s 211 o /20, 157-9%5

<17y ! S ° 0. 3
CNILE s)aO(CH:):NEIg\( CHa)s: 33,'205“/0.3. 247°. Meth-

- iedide of TV I Ba40; ethiod i m. 197° oo in Cellection

(f_zechos.'w. Ciw'm,' qu'nm:m:. 18, 83641

e RS
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PROTIVA, M. AND OTHERS

Protiva, M. and others "Synthetic spasmclytics. VIII Further d";i“iﬁ.é‘é‘ii=°5gé"§3£§50v;;:1
T rbolylic scid and 1, 2, 3, b-tetrahydronapathoic acid. 3. 3¢ 1953 . Prana
Mi—ATEca;ATn};Y CZECHOSLOVAK MATHEMATICAL JOURNAL. Vol. 47, no. 4, dor. 1953, =
Czechoslovakia.

Uncl.
S0: Monthly List of East Buropean Accessions, IG., Vol. 3, No. 1, Jan. 1954, Unc
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A%

i. Lacal enesthetics, "L . e -rallstinied with Na.CO:, gave 2875, {339} 2{2rtioraare.
. eaine, ~ Vindintir ‘Huch wnd Jisnedae Protive {Uafny, bio- 6 Hpyridine {1X}, ra. 123-1° (from e, ether}.  An
chem, vizEumny dtav, PraSofcEnSes s prennt. vieled 409 of the L safz of 2-02-chtove-
729-25 1953}~ Annlogs of Xyloraive were epd By freat- deefimidaliiozele (X), m. j02-4° {from  EtOH-EnO)
-ing arematic unid heteréeyclic arunss with WCHRCOCH (1), From the reaction. of 40 ¢, 2-amino-3-piccline with 4% ¢. 1
and the CICHCO derive with Lo (i) To =50 . o~ was obtained 4§ g. (probable) Xa, m. 265° {from ErOf-
EtCHLINHy (thg 216-15°,  Ac deriv., m. 2145-89) in 410 Et:0), Retluxing the CICH.CO derivs. 4-5 hLrs, with 2.6
" ml. AcOl eooled to 5% wus added BU g. 1 and the mixt., - )
< potired into a-soln. of 210 g.-cryst. NaGAc o 660 mb MO 70 e oo o AMe
s to'give 0L g, (7755) o-EtCeH, 2 NEHCOCH:CE (I}, m. 93-5° . RSN CIr -
~ {from 'dil. EtOH), " The analogous reaction of 1.5 g. o-.. = L Ny
PRCH(NH: (Ae derive, mp 15°) 0 g, L 75 ml. AcOHL - 0 00 0 o T SN
1d: 60 g NaQAe in 480 mli 1,0 vielded 20 ¢, (957 T I
PREHNHCOCILCT (IV), . 95-7% (rom BLOW), 26 7 7 0 ,
Dibydroindole (3.6" 5.) (h..-227-30%), .8 mi, I in 30 ml. o T8 in 200 il Alteting off iie T1EY oot
- M&:CO, and 80 g. NaGAc in 150wl IEO gave o quant; MO IF in S00 inl. Gy, iltering off e 1 ICL saic of I,
S TG, an ot 3o B B B0 by an and distg, the filtiate in oo give EuNCH.CO enmpds.,
- yield - of . T-whlorogectid-2,3-dikydroindole (V3, hi-1335 derived. from TH-X (the starting CICH. CO derive,. b.ne
-+ {from " EtOHJ. - 1,2 54-Tetrahydroquinoline, Dy, 190-5° ‘ o sy GIGERCO derivs, bops,

N ey
AN

(68, 22 2. 1 120 ml, MexCO, and 60 7, NiOAc in 4ot o the. EGNCILCO compds., and n1.ps. of their HE) salts

 HaO yielded, abucss quantitatively waily I-chioroacetyl-§,2,3,4- 5 anes s S0t
tetrahsdroguinoting (VD). A mist of 4 . (CICHCOLO to-7o, vin: o D08 — st v PR
A 207, byl 126°) and 2 7. cacbazole with 2 drofis coned. brs 136 (42-71(‘?-_5(1/"}‘[131—'-‘." ! X'y l':“”‘—f:""! :
H:80; heated 1 hr. at 100-120%-dnd foured jute HiO, 176°. . 5 2 Disthdans TR Il M
ogave L6 g (509 9-chlorencetylearbazole (VI), m. 100 2° Lo o ZA&-Diethylanincaceamida)a-piccline by 145
“(from BAGH). " Refluing 14 g. aceidmn, m. 168-70°, with 20 5 ; oA MECHNHCOCHNEY, boy 1426 (71 sull,
~ . Banl. Lin 190 ml. PhMe und distg. off. dhe BiMe i macior 1o LLO-12°). - Comps. dezived from 1V and VIT showed
L hve 1035 5. (G595) 10-chlproacetylaeridan (VITD), m, 113420":’"‘”‘@ _surfgxce_mesihesm than Xylocaine, M. Hudlick ¢
w7 {from moug.- " To.a cooled <olni. of 4.8 B 2ominopyridige: . o s .
vt G0.mb, CiHy-wag added during M min with- couling 6 g

and ‘pierates given): 1, by, HM3-7°, 137-92, -
M4, y

H :

Lint 20 il Qilly,.the Coily wad deidited fevin: (har depd, J1£
salt which erystd. dftee the addp ol RIOH; an
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PROTIVA, M., EXUER, O.

e nalcgues of Artan" p. 730
ngynthetic Spasmolytics, IX, Sulgp honium Ana
(gynﬂIgEE LISTY, Vol. 47, no. 5, lay 1353, Praha, Czechcslevekia),

5TY,

Y 5 Uncl.
S0: Monthly List of Ezst European Accessions, LC, Vol. 2, lNo. 11, lov. 1953,
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Sgnthe,tié-e
II.. Synthesis oi crystalline ethyl 2-me
methozyphenyl)cyclohexan-1-one-6-ncatate.

vyzkumn§ Gistay, Pr

< 180(1853);" Collection Ceechoslon, Chiens.

_j reaction of - S-unethyl-2-carbeihoxy-5-¢
taceiale (1) with McOPh gave 2 2-methyl.2
vmethazyphenyllcyclokexan - | < ene-G
Vone-6acelic - acid (IH).
. 1g.),710 g. Na duse, and 250 ml. CH,
mixt: treated with
" {decompd. with 200 ml.
'dried, und distd. gave 84 g, (749

(hexanone 2-ncetnte (IV), by 168-08°; CICH,CO.EL

by 183-6°, " IV (24

- 1dust, cooled; treated with 10 ml, Mel,
;Toom temp., then refluxed 2 hrs., yielded 8.5 g.
. ; Z-zrelhyl-:’—mrbellwxycyclaf:exanmxe_-G-areIale { Vli
. 120
c ,’rt‘ﬂuxing 20 g. IV 8 hrs,
“ Bromination of VI.in CCl- ylelded 849,
- i carbethoxs-G-bromacyclokexanone-6-acetate (VIID),

(63%)
ba.a

APPROVED FOR RELEASE: 09/19/2001

o.ienlc hornons serles. ;-
yl-2-carbethoxy-8-(4- '
Jits O. Jilek, . !
Viadislay * SimAk, -and Miraslav Protiva -(Farm. biochem :
J Y Ckem) Listy 47, 874~
Commun.r; 19, 333-9
§(1854}{in English) ; -of. C.A4.47, 8034¢.—~Tho Frielel-Crafts !
1 clohexens1sane-0. ;
2carbethoxy-3-(p- -1
cacetate (1) which was
¢ transformed .10 2-tmethyl-5-(p-methaxyphenyl)-1-cyclobexan- i 0.5 8- Na dust and 10 m].
2-Curbethoxycyclohexunone (75 {
refluxed 4 hrs,, the !
75 'g. BrCH,COEt, refluxed § hrs.,
dil, HCI, and the C¢H, layer washed,
) Et 2wcarbethoxycyclo-
. gave
-~ ionly 609 yield. Similarly wasprepd, thedi-Aeester (429),
f g.) refluxed 8 hrs. with 2.4 g Na and- .
135 ml. EtOH gave, after acidification and extn, 13 g, (54%) |
L LB 3—carbclhoxycyclohexanane-b'-accla;c (V) bas 130455,
1V {13 8.} refluxed 7. hrs, with 70 ml, Cylly and 1.2 g, Na !
¢ let stand 2 hrs,

110
« nlso obtained (b 166-7°), without isolating V, by; glelmkydro-z-phmanlhre
with 2 g. Na it 30 ml, EtOH, ]!
Bt 2-methyl-3-1 boxylate, m, 118-2]
by 144-7%.° |1 -rll:y!-z-mrtlsyl-o-mcllm.:y-l.2,3,4-{e{rulxylro-2- phenanthrene.:

:DcEyderommagion_xof ViI by

L with’ collidine gave, resp,, 789,

; bri 147-512,

t=51te 0“,'wit_h a0 g;egll(‘.lx. sztd, with F
3 8. recov and 5g. (809} If, b, 200-10°, m.

84° (from CHly,). Sapon. .of 0.4 g. T by retiuxing’z f‘t:.'

; with nq.»‘Nn(.)H gave 0.3-g, 1T, m, 13B%, - Sapag, of 1V -

{with NaOH It MeOH gave 809, 1.2,6‘-10&mmtrig}rbox]lit5 v

et e 825, esterificd with MeOF ang. Tier o 550!

[ Ri=Me ester (VI b, 163-g°, Refluxiog 4.9 g. VIIL with .

o dilg.g

;ne!'hﬂal?y,}‘ in 5 hrs., w'ié§ i

i ¢ 2-melhyl-3-carbomethoyy.. .

bag 115-24°, which on bromlnntio’n;

1and worked up’ -

gave 3 g (859%) 2

 cyclohexa noseGacetate,

‘In CCL yielded Afe 2-methyl-2-cark A - o~
¢ hexanone-G-azetate, m, 90-3° > ch.a"g;’:tIh: s oﬂﬂ'@ﬁc"i’: i

£ ethyl-2-methyl-9.-metho -1,2,3,4-tetrahydro.2- -
i threnecarboxyiic acld, Mlxryuslny. Protiva rmg Ludv[k'}\?telgzﬁ. '
Chem. Liny47, 8814~ 1f, 1-020-2-methyl-G-metho: 1,2,3,-
{-tetrakydro-2- /xma.'llhrznemrboxylale. m. 136-7° (1), was:
;obmmed by t e following series of reactions: Lnaphtho} —:
. LCuH;0Me, by 140° Ssx%) = LLMOCUH,COCH,CHy:| ...
at: {CO,!I, m. 172° (quant.), 4,1-11!:06‘,;1{.(0&);6‘0;1{, m.; . .
Ed 120° (709)" o J-ox0-8-tmethoxy-1,2,3, Metrahydrophenan.. ..
threne, m. 98~100° (8g I) —.Ia,}{e l-oxnég-mgthoxy-l,z,a.{-‘ o

negiyoxyiate, m. 123~4° (90-567% L, -

Me I-ox0 ~9-mcllm.ray-I,Z.J,J-Ielrah)dro-2-plxanfmlhr2?emr-? -
(90%). .1 gave estrogenically fnnctive:
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0. Tilek

v

.

pre ) ST Cilgnard reaciion of 2% 1in 100
with BtMgBr prepd. from 1.256 g. Mg and & ml,
B0 yiclded 8.5 g. (66%) e 1-kxdroxy-1-
mellzoxy—ld.«!.bldmh;&m-ﬂ-phcnanlhrmr-.
{from MeOH), dehydrated by bolling.
ith POCl; in CyH,N, guve 7295 Me 1-ethplydene-ds
) ! 9~ metkoxy - 1,2.3,8 - letrabydro- 3= phenantbrenecdr-.
- boxylate (TIf), m. 1177, sapond. by evapg. with KOH in dil.
. iROH at 140-70° to 80% free acid m, 223° (from MaCO),-
* {which, hydsogenated in dil, NaQH 4 brs. at 502 gnd 80 atm..
“.linjtial pressure.over Raney Ni, gave after -acidifieation
2 ;35? I, 178° (from Me(CO and MeOH).  Refluxing 0.4
BB Vur, with. 1 g. Raney Niin 20 ml, MeOfT gave 0.7 &
2 1{BS%) 1.EL gnalog of 17, m. 147° (front MeOH). IV,
: ;Syn&esis of 9n-methyt-l,2,3'.4,4&',95-!:!::41 dro-9-flucte-
- inome. - Tbid. - #85-8-—Cyelizatior. of the chloride of -
- bmathyl-2- Ixenyl:yclo.’uxammrboxylic acid (1), prepd. by 2
T lsexief€~ of -ieactions - from - Et 2-1nethylcyclohexmwne-2-’
! carboxylite (T1), ylelded 9u-mdhyl-1.2.3,4,4a,sa-lxcxahydm'-
tg fluorenase (1) If, by 1132, (30.8 g.
thoiled with PhMgDr {from 6.2 8. Mgand 514 8. PhBrin 30.
il E0O) - gave 67-74% - Ef - 1-methyl-2-phenyl-2-kydrozy--
Feyclnhexane -gnrboxylate, e 190°; dehydeated, witt POCl!
jin” CHN to 72% Et 1-melhiyl-2-phenypiiycloberane-I-
-  carboxylale,

fearboxylic
ml; CyHy
EtBrin 50 mL
ethyl-2-methyl-9-
carboxylate, m. 100°

Bt
&

ohroow
tmethyl -

(o7

APPROVED FOR RELEASE: 09/19/2001

ELOH at 140-80°
‘Raney. NI at 60° and 1

tained in almost quant, -yl
inaq. KOH 3 hra, over Rane
pressure, m. 93°
‘100 mi: Bt:Q irested %) min. wi
{evapd
icooled, shaken 3 min. with 8
vand 50

%) .
£123° (fom EtOH)., .~ -

R e el V), 105%™
yz‘ogc:;at(ou‘o! }V ln:EtOI{( over | .l

! ) 00 atm. dsitial preseure.gave B0%:

ester of -1, b 145°, -hydrolyzed to 04% 1, ab-’

MeOH-Me,CQ),

et by the hydrogenation of ¥
at, initis} ..
1 (10 g.) in;

the B(:O* i
the soinl -

y Ni at 50° and 133
{frum petr. ether). Crude
with 8.6 g. SOCh,
with 100 mi. CcHg,

. the residue dild.
ml, 8n1CL, decompd. with ice’
cg, layer evapd, gave 52 8 -
. 2.,4_«imitraphmylhylrn:one, CmeE
e My Hudleky. o

ml. HCl, and the o
I, b 145-7%

el B0

bys 110° (V). Sapan. of IV Wil KOH i dil.{
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e, KHIK,  F mm;mf F?.crmcx
éan bl “anhyd, N
bttt l.l}iy' :Lh _29_!11, ﬂld nd :
analogs - yheld 45,3 g (86%)
. CH.C’. bﬂ 150-8°%, b Refluxiog 19.7 g
‘CHOOCT 8 b:s mdx 84 g. 1 gave 20.4 g (Ei%) Phe
of ' PrCHCOOCH biy 117+10°, Sxmﬂar!y vere o!;-r
was obu!mdf tatned 88% Ph,CHCOOCth!hCl has 1607, Atd
and- 100 €. lCH;CHsOH (bn 80‘3“). PhCHCOOCH-CHsCX (87%), bi 151-2°,
"mhyd. 3.0 ﬁhrs. l\ 30 ‘_nq BtOH) MeNNH.HCH (2 l g.) mixed with 0.5 g
¢ 168 : 157 <2 Thee - 1. BtOk gave \it.a}t\ih which treuted with 8
aln (PhaCHOCH;C!!N CHCH CH : PhCHOCthH. 1 () overnight at room -temp., ¥‘°
A = 4.1 g {62%) PRCH O"KaCI'bN(‘(H,)Mc.I m. 150 ((m
wbuealky[s were subsmu!cdlonhepyrr; ELOH)- Subsmuu:d 1,1-dimethylbydrazinium chiori
. were prepd. by treating, at room tzmp., 39% cxwmf
were pnpd by nllowmg! to stand with 20%', NNH, with-substituted ethyl chlcﬂd& yiekds, m.pe.)::°
buse Wt room temp., oF by heating CHOCH;CH:YS‘IH:)MC;’J, 83, 127°; p-MeCH.C HP&
tigs, - at -100°%.. Alk&l! DO‘AﬂO“. temp.,. CHCH NN Hi)M &Cl, 985 132 —3"' PLP:CHCOOC
of W —,—; 20°, 87, 1 Me, 2, CH;\(th)\ichI, 80°%; Ph;CHCDOCH CHN(NH:
g e, 112°; Mc, 4, 20°.81 171'.,Me~(.l 73, 1 cd{“PhCHCOOCH SCH. N NH ) MelY,
°, 70, 120°; di-Ma, 2,0, 100“.'36, 1?0" 199, 12 7-8°. Reﬁuxmz 6.8 g, II with 1.5 g. C3(N
et b, b7 ?ns‘c}f{%,céo’é”u'c‘ﬁ“,‘é&”‘%mi‘{} En il fan
.CH:C {2 Y b) b fl 32 Wi, m.- '
. ;__...__-——}-{—— K b ] l{:kt()i{ Eﬁi ). mxﬁﬁ(‘.nnkél:gnon %o theis mechfin!
11 Cl 24 hrs. at 0-90 e antihistamine ac 'y eazylammoalint
p IPh;CH&Cx <t yathetic :psszaoiyﬁc! benzhydxyxmmomum ﬁlmshv Protiva, JiH O
mgm salts. foid: x{gl-a —Highly uctive: Jilek, Otio Hmer, Milod Bomvu&\m Jiti Pliml, Viadisiy
ésnmimmoly;iawmrnpd by the reactiot - Simak,- and . Zdendk Sedivg, 1bid: 1621-32.—Vrom i
lv:hlom%u with HNNKQ P‘“CQ‘ study of nnhhlstuumc substances it !olmws that

CIA-RDP86-00513R001343320011-3
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PR N A & S

TR AR R

N \l'f‘[“v"" Al

. S 4 A
- -———-—r“'gv?‘m oxﬁﬁe. m.!
' —? Bz, Kl 162-2007, € Ni in EtOH
: 2 S/dla-m‘ﬂﬂ“u‘y ;mups Wil &) onl ani ' 143° m:&xﬁg‘ ation of wluch over R:iucayittt evapa. af
: dus to the pﬁenee p bas DiY ol 113 e Initlal pressure 80 B0 oen 3;:‘;”1;, of HOL 8019,
beeﬁily it off o3 CatiOT huwzns e e usoln sﬂmP' e ElOH and u&ﬂ‘m&;”x‘,ﬂm‘, . 215° !rom“‘go il
auxﬂpiademo'f tbree atoms Mbgmmmml« A serizs ofi § Q) salf of P-Ph 154 5 Ph\ﬂcg‘cfﬁl ind 1 by hra’. _
ST arylmethy] geoyp seehmmsmwmmm « WA, b pﬁpd Hi Accon,mge 70%N NHq, and 16.3 8; 1 N, Nl.dmtthy!
ity setive uymthw o e m, 70~ b o Vwve "6.35 5. (2095) X ﬁ’“?”"}ﬁ'é’“’é‘”a "30% 506 8 an
mc% ou-mo') L (8.5  ubylenadiomine, bes Hocu.cuﬂﬂa gnd utiog "‘J,H 51 :
u7~m°' O e HES gl washing it (Ex‘oaumx;;ii ics%lg?.g‘ﬁ‘?sn ga\}f:ﬁ&r treatment with N2OH asd =0
: ek s i o, (Y sall, Ti v
) god 6Q ml, C'HY pﬁs,acﬁNC.Hu. w. 75 i i |
0, 41.1 8. (81%

(.
e 124457 Hg mﬁa g‘}
washing! g N _(}_mda,‘,;)a{;aadamu. s pre . in yi 4 ¥4
- H &, : ith 60 ml. hdryl (PhCHYS, o 232 g kaH. oo
oo m@.:'rxam&g'gg‘}eﬂamgg ‘.J‘Z,"’,},ﬁfnﬂ",i ”h ffﬁ?}mgzhﬁ 248 ¢ h.PhC%'Sf"‘;X‘ A hesn dé?,’?;‘ﬁ‘i‘:\ .
e L pyrid ’“?:wxaﬁl? bromsidt, r?{!l wﬁso-.mcpt;\yl\m”-h 56-8 »290«"‘"&%‘;‘::\ v\‘vhxch £ vms subsl!wttzd for !
 {metbplamine (teom Moleo 0 108%; HO salty ™, $56-8°; | Siaflar
el A B S the et

la, of Phyt .
: ty, . 745 "TO B B 10 g
; 53-8 | Tuve 4295 PUCHSCHER 10 5050 o1, RIOH an \
e R Y ey
| Simi 110-12°, & 4 D570 ral. CuFly ALl £2.15
- (dﬂ.ElOl‘l).bMums " Ph,CHCN i 67 70! {ta give 9.5! (? | Bt Om:\soln.o g
Ot o Refuxing 67.0 8 ﬂu‘ini'-be mix to g "A 3; of 10 10 ml. MesC
: ‘o @ hrs, and thenre al. HlOI 627 {rom EtOH): 1 wd4,3g PhCHﬂm e
-1 28y 70% NaNHs aiter decompn. “"‘ : ‘ hCH:)z“n'“’K Hely, od., m; 187°, which,
: 1 b brs. gave, —85 by 133 v . (96 57 ) 0' 3 compe., 8 hrs., Rltechig,
g Mel h we& b 160-1°, b H:SOiv 39% Ph;-‘ ‘ppld 8.55 K O with 8. QBNOI 2y AR
- (93%)& l':y bode ““h tment withi {shaking “30 ml. M ith HaS. gove 1.8 {(PLCH ,\
which e by e 0)i -and pptg. the Rt JoExIT, - Benrhydeyl ether
“‘00“““ o L [,'fg, - B :}“‘ T O s ,&T:\ \hggf, ‘,hydlyanxypmpiontc uid.  Ji O
MeiHs, 166-75 i t

d N Y’vbis(a-muhjlbcmhvurvl)uf“‘hm 1893 ol giyee
xux N

arn AT
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?mm w'ﬂ""er. SRR i OGS = E

*1;";,,4, s ela 73 TV

: ‘ the Beating
(:H Ci,  and coatidulag the *176°
5. Penzhydryl 1600, adifing 12 %‘,i:;bd PhCHNMea(HO 10 50 0 g, oS
od Mjmahv I‘rouva- ! (\F)le—xh~ L,CHBr {11). $‘Ve n ﬂu‘xit. w&s U08 ThaMe (‘aﬁiﬁx‘ﬁ NBNHi at
' ﬁfn& 2% bcyo-:{;.umg) - ycci’oh;cﬂo\'“ (V) wers ! "frm‘g Bl i “{ﬁ? i i, wich 1 ol 4 CHCS
[ - t{ b, 2.3 Ag. ol y
::::/de o s 5*,"““‘3" 302 L7 Ix'yk:;’- ot 160-80°.; room t g“hﬁ yielded 28 PRCHNMe, 34€; 1 J

* H, : L
Nae xylene, ond 7¢ 10 ml. ¢, OCHPRICH: mixt. rePd .
B T F ihe xylene, adding QrOthel 230 2 S0 und eun- K, (48‘?(:9‘),61 OO (o M*f'd o100 ¢, S-pyrie,
-1 dsstz 4 times gave, after o Lo ather, Do 2207 & 700, NaNHy in 0 b € S0 ided 24.7 €.
: ng 2.35 g. of tbe diben ..nyd yhguedqms.ntlw tmm 5 K i 042-52°) in 30 mi. . & k13, (O IVe,
S o C.Hh. ‘NasCOs and 46 € 1 were tellm 180-70%, dylearbing! .'?m‘ CyHy, and the mixt. 1 nxzd) D e $-tshy-.
= . o hen N Hi. 5.1 g.ofthe m;m‘obe;u‘zyd’y s lirom gtgzu).l grgc;.ﬂnr . 3 xo—w,“ andu {‘3% Meﬁoc’.fq .
FHhe .
N‘d 05 ‘ia"f&‘e"gf? ;hym fom LB N %}ft»?fm 12 . «gg{'ﬂf;g":‘”" dinti f, 577(:) (2234 ,m b %ml:
' , d wi t 1line (m. ! X
i Ph;CHOH,;f‘b ‘%E&Séﬂmcmwm"““d"ﬁ B AL, e 17 5. %ghg'g,“‘dﬁ‘;"”’u rotheophg CallClioR
: ilélo‘ﬁggdgou and Hz}?: 83"&!‘) %m[; u}ie\ilg ;{gﬁ _0_1_ i f[tfg Erﬂnvim ‘Picrale of XX 8 Ph%
.' . 85° {from petr- egzc;ydr)'! . etiiers Ibi i

the NaNHs
NCH,CH:Cl gaver by NE:: bu
) and 107.5 £. Ets “Ba)CHOCH,CHaNEs,
bisic boassl ead bentliiog yield to Bm’“ﬁi’ésml tnethod, 1503 & (a‘?gg’(" g m?))a-zw)u tlnﬂ***
LB T, which oﬂ)cﬂ,‘ﬂicx %)- | L5265 ol o mine setivity .~ M
ﬁ %"‘L e ELD, &?’,ﬁhddo,m. | T shovved -
E N Ha mll.m-

GO, and 20 ml: xylcm'-‘
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S CRET TR

d ,cguﬂn ,mc
216 5 115 15
lﬂd 155@4%«!’:!0&“‘6
4 10 il SN ¥don.
Me! oy, gave 11.3 €. -
A(81%) ,“. eating 38 8 W) (bu 70 ) .
oily): ‘H CH.COC! oct ¢

1 br. the
mg\mns dwm\
w an
ﬁ,h. b‘ 76 ). 13 osCHsh

Hor

th‘c 445 5-{% sf/) l" S M°i$om gé?u‘

3! . s . " cryst logics

. oo adding W V cah: cthx wcre 100 y

‘Refio N 9 2004 (076 “aenery W e n:hﬁ‘“ sg;:t,;:é‘eggg”&?&’?of Sores
18 87070 U nixt. 7 rS- Blge, 468 No et Bt 'E1OH. salts peridin® PS4
. pefuxia F YoMe, Dot rom W 188 €. (BsC ,;”. - ordit Et/ ?:,,(emlﬂ w““““ sad Thg; o Ly
5 : d ocar ing’
ag- 15

14 mt.

, after
;.1( .
Most,
, the,
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2 AR eav Pg aTtva, LL«(
: -unchanged SOCT, udhineihs cryst, residie WIEh CHG; . - -
: .'nndrcﬂm‘dnx with0.2 .’(CFH:OH). (yl)inIOOml. CeH gave, -
. after alkalintzation 1 KHCO,,.22.3 ¢, (82%) elhylene’ .
. dinitolinale, ., 126° (trbm EtOH); di-Mef 34 1, m, A
- Similar trestment of 37.¢. {sonfcatinie acid (the }HCI salt,
of the chloride did not melt befow 200°) with 8.2 8. [gave ° :
-+ 18.9. g, (7207 ) .:wm dt‘htmkmﬁm. m. 175° (from . )
EtOHY; gk 1), m. 213 (decompn.), Mydro, . ' , g
. over POy gave 8897 di HY ¢, 4em,
78°%, of -elhylene bis( N-meth -{i:opzl"gccoﬂnalc). b 176° -
(Insol. In Et,0); bt':(mefkfodt'dl}’, m, 287-8°, - M, Htldlkkﬁ; L

- 1343320011-3"
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slu.::k WI;E;“:!?;I’)I hl‘d u\& Mmmhl‘f lmux:d rg.

. ng 8 midazole. .. nld. &

'l’:é’tlvn(!’nf{n.brocmu “vizian g ﬁi !')

. Chen-Lisiy 47, 1874-6(1963); cf. C.A. 48. 13737, Lﬁ-!leduc-

tive alkylation of histamine (lz (1.1 g.) with BzH (1.08 ¢.)

: lu 18 ml. mou, ovit 0.2 g PtOs in 10 wil. BiOH gave, na -

o peated ytrogtnnuon, N—bcn;lkulomtu durkmle, m, .

e 191-2' AL H O saliy . 220-37, < Similar sikylatlon with :
Phils wxx: unsuceessful. NBen.ll)dryhdthulamme. m.

) 142-3 « by corilensing BzPh with I, did not underge -
. rogenation ove! r with Raney Nla, P
170' and: 130 a&m. ’ ;M H J

_n'.20 Qq H
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tims. V., Sy’ epdisszonctarbrylate (V), by 190% ¥ was also obtziged o
1ha - by tha hydrogeration cf [Tl over Ragey Niat 70%, yieid.
hexahydro-1,2-  55%. e 1207, Hydreganating 12,6 g. IV in a soln. of
Miroslav: Protiva - 4.3 ¢. KOH in 150 mi, HyO 2 hra. at 70° and 130 atin. over
3 -1 g. Roney Ni gave 10 g, (6085) 1methyl-2{$-methoxy-

2 . ‘At 2.,
DT Chemty Listy 48, 70-6(1833); of. ihid. 47, 885(1953),~To a ,ﬂlmﬂ)-l-cydalquncéarboxy.’{c’ acid (VI), m. 156° (from
- Grignard-reagent prepd. during 8 hrs. frow. 3.8 g, Mg and - Celepetr. ether). The same product was obtained by alk.
273 g p-BeCiOMeIn 30 ml: Bt0 was adiled .74, Rt 3= - hydroiysds of V (8353 yield ). VIi{7:4g.),4.8g. SCCL, aad

- methyl-2cycichexnonecarboxylate {1); thy raixt. refluxed 4 drops of CUHEN {n 100 ml. B0 was aliowed to stand at

- 30 min,, decompd. with dil; HCI, and extd, with ErOto give mom temr. 1.5 brs., the £4,0 was distd. off is vacuo, the
o0 g (48%) B I-mclkyl-Z—(l-md/:axypl:cny#}-.'!-c‘y{lalwh_v gesidue mived with 100 mi, CeHy, the Cols cvapd. in racuo,

~ amel-l-carbexyate (11}, be.e 150-8°, and som? (p-MeOC L),  and the residue shaken & min. at room temp. with 2.7 ml

- m. 168°; by 165°. " Refluzing 30 min, 42 g. 1L, 430 ml. © SaCk to give 1 g. (16%) z-maha:y-m-memyl-s,aﬂ,s,lz.13-

", anliyd. CHWN, and 42 mi. POChL, pouring the mixt. pata’.  kexahsdro-d-fluorenone ?C.A,, 2 methoty-Ba-methyl-4b,5,-

- jee and HCl, sad extg. with B0 gave 3 g. (84%) Ef L~ ‘ﬁ,7.8.8:|-hcxnhydm-!)‘ﬂuounone) (vil); 2 4-dinitrophenyl-

- mdh{#t{mel&a kmy!M—cyclakez’me-l-'carbaxyl’ale. (1. hydrazone, m. 167° (from EtOAc-EtOH). A better result
ba.g 140-3°%; by 150°,° Adding 3 §. 111 dissolved in 23 ml."  was ahtained by treating, at reom temp,, 74¢. V1 with 7.5

" EtOH td a solu. of 7g. KOH in § mi. H.0 heated to 140°, - . BCly in 10010l Ctle, siirring the mixt. wi
-“evagq. the EtOH, raising the temp- to 18 and keeping it 20 min, at soom tenip., decompg. with ice an . ,
thera for 15 min., dissolving the K zalt in 300 mi, 1O, extg, -and distg. in varka. o give 5.6 €. (81%’,) VII, bs. 124-6°,
o

. with Et0, acidifying the aq. layes with HEYL and extg, agaln Heating 20 ¢ Vit and 28 (;C.H,N.li 3 hrd. at 170-807,
- with B0 ylsided 2.5 £. (915%) I-mubyl-z(&-mrhaxyp&:nylk digesting the cold residue itk 160 ml. dil. TICL and extg.
o 2cyclokexene-1<arboxylic and (IV). m.. 75°- (from petes the oil with B0 gave 2.1 g. (89%) Z-h;.athpzy-uﬁug;;z.
ether).  Hydragenation ‘o 10.5 g. 1L in £0 ml. EtOi over 4,6,T, 8,12, 1-hexalbiydra-9-€ucrenana (VIIL), bay 155-60°, m.

- PACh gave 19 g (977%) B -methyi-3-{4-metkoxyphanyl)-I- 108-9* ({from Et:O-petr, sther); 2,42initrophaylkydyarons,
ST e S e _.an. 104-5° {frotm Cetiepelr. gther), Toa (]dgn;ﬂ! sala.
o s : : - prepd. fraumr T4 £, Mg {0 40 i B4O aid a1p g, 3-bromo-
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_ i Lo vik o g ae oy 35CAY
D0 saphibalee ((hiaied frocy 2-nxshthrhsﬁae m. 57%)
L el Btk was ndded 55.5 ¢, 1t 60 L Etd, the mixt. .. -
_,‘reﬂ?;edmmln . decompd. with dif, HC, extd, and Feapd.
te five CuHy; mi, 0", Mmmupktlaleae . 870, 3880
- dis ;-L m.: 186°, ‘aid 53 . (9%) £ lmdk{“-(l' '
I?i okexandl-1-carbrcylale . (1K), S
‘x{ 1! nlxt. 3:&4:. lx)wlgr}umi. chx,ln &’gl;‘; SR
e . {74 methyl-2{2-%a R
R3] msc-l-c‘arbny(at‘r &).% [ 170~5”"! Hydrofy‘{s of 5

L8 (0395) Lowethyl-24{ 254 phhyl)-2: keng.
Foind L) (e K vophth) Lowateses
nttori of 138 .XIn"ﬂOmI ‘BIOH over Pdon C

: 8 g (60 Et Bmetkyl-22-nophihdieyelokegane-1- - - o0 )
ed M X1l %34 lB.’»—ﬂ)‘y All:. lu[v’d ysiqoll!lguvc . / e T
m J-ﬂwﬁﬂvl-ﬂaag. Yeyelohexane:dcarboxylle  aedd = %7 . -
) Hepetr: etlier). - {ivdrogenationof = :

1% XinisQ ml B0 over: sb'lnncy Niat§0%and 130 -

(from’ MeOIT-Me,CO), ~

L - gave, Am:- 4 hr.; 27,0, Lmethyl-245 @7 84ckra-
J rv«:-sa 4()cyddkemne-lwborw (XIV), by 13097
= Ak, hydml i b1 XV gave l-deuM«(s 6.7, ,&-(rlmhy!m-b REPES

T naphlhyl lxamd-mrbexylw doid (XV), i 140% (lrdm -
LA BtOH or.d1. AcOH). ‘The atitie product was obtalned - -
2 by the hydrog«nathn o X1 {n alk, soln. over Rusey Niat:
00 -adaoau:. XII (5.4 1) 4,00 - B0, 3.2 c1, SOCk, .
- and 4 draps 2 CLH.Nr\vcnc leride of XTIE whichs treated -
with 1.8 mh. $3Cl ylelded 4,3 5. (87%) u-maw.a,rc«

uﬂmm;.r Zob:ﬂ:o-Qﬁunrendlw. s us—eo ..-1
mimam dmzmuv m.243.5 EEREE .I{udlkki o
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" |/Heront, V., Keil; B., Protiva, M., Hudlitks, M., Braect,
: ,I..J,ngi Gut, J.: Labor ; organické chemie. _ :
€} Prugue;  Nukl. CSAV. '195%.. .756 pp. Ké&s 86. Re- . - :

: 'i:«: s */a! a o ———aiewed in Chem, Listy49, 1415(1955). e : P g
Mefouﬁ“ 'V.‘,;Keii.’ B., Pro"tive.',‘ M., Hudlicg, 'MV., ;. and Gut, J.: b

./ organic Chemistry Lavoratory Techalques. Publishing Hovee GSAT. TOSI~ L
. 73%pp. Kcs. 80. Reviewed in Chem. Listylg, 1415(1955). ‘ ? -

Mot
b
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FROTIVA, Miroslav
e i T

Sulfonium analogues of physiologically effective amzonia salts,
Cesk.farm, 3 no,4:138-145 Ap 'S4,

1. Z Vyskumeho ustavu pro farmacii a biochemii v Prase,
(AMMOXIA,
sgulfonium analogues of physiologically effective
ammonia salts)
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‘ml! e !X’y’t’l Ars e an,-lo;; \1 .
g mﬁni?ﬁ: s P Tharti, jloﬂx 1E17 ;C{ L
i Ry Yt i chasten, Chems. Com
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ESymhelic axprciments 4 the histamine " sorles. [0,
R ll;?cw methods of e raduction of 4(5)—(cy;n:r:l'gte!:§ljlg§:‘i
oo dazala’ ta: ag. " ]o:Dliml-and M. Protiva (Phoapm, 7 -
b Tast,, Pruguc). Cof Ceechaslmo B -

fand
19, 184-6(1054)(in Mriglish).~See C.A. -
S e B LG
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EXNER, O.; SIMAK, V.; JILEK, J.0.; PROTIVA, .

e Y T A A A

Synthesis in the eatrogene hormone group. Part 1, m-methoxyphenylacetylene
Lin English with summary in Bulsianﬁ. Sbor.Chekh,khim.rab, 19 no,.2:330~
332 ap '5b, (MLRA 7:6)

1. Pharmaceutical and Biological Research Institute, Prague,
{Bstrogens)
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Bt “’ﬁ,&"ﬂzﬁ?&%Emﬁ%m&?ﬁ?&lﬂﬁimﬁé By o e B o i | P e S o L M o S e i R SRS i

8 PROTIVA, M.

JILEK, J.0.; SIMAK, V.; PROTIVA, M.

e e R SRR L ang

Synthesis in the estrogenic hormone group, Part 2, Synthesis of
crystalline ethyl 2- Iothyl-z-curbethoxy-S-(b-uthoxyphonyl) cyclohsxan~-
l-one-b6-acetate Lin Baglish with summary in Bussian]., Sbor,Chekh.khim,
rab. 19 no.2:333-339 4p 'S4, (MLRA 7:6)

1. Pharmaceutical and Biochemical Research Institute, Prague.
(Batrogens)
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SR Y L tﬁ S

oo Bynthelle spreamddyties, - VI Sulfocdum andags of the
oo eEler type spimolyticg. Miraslav Protivigiand Cito Exser
Co - Pharm. Buchan,” Rewicen Tast,” Priguc). -« Collection +
e Crechoslys, €k qr.’ Ceinmsits. ¥, 53479(195‘»&}(&1‘}-?{1‘35}2.-—»
i, S RS L7 P SR
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e s e —— ¢ eemim srn it o= e an s e e hy o S o e £ 57 ot —

. r Yy )

CLECH A -
v Antihi il bstances. - XXX. Synthetic Spasmolyt= -
fcs. (10). Hydrazinlum salts. Miroslay Profivn’, a{ul

- Otto: Exner (£ ans Biochemn. Reicareh Tnst,, Progue).
, Collection Czechosloy. Chers. Communs. 19, 531—'5(}.95‘1)(31 o
) _,Bn_gh;sh).j-_-g_@ C.A. 49,2470, . B LG
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ARG K R RN sl DL

T QV Synthatic exporiments in the eatrogenle hormone aeries, -
11.” Synthesis of raccmic 1-ethyl-2-methyl-S-methaoxy-1,2,- t
3,4-totrahydro-2-phenanthrenacarboxylic - geid. - Mimslay
. ;@mand Ladvik  Novik (Pharm. Biochem. Kesearch
Tist., ngu?. Collection Csechoslow, Chens, Communs, 19,° -
S BG0-40{1064 Xin Iin({lish). See 04,49, 167, IV. Sya-
- ‘thesls of 9a-mothyl:1,2,3,4,48,92-hotahydro-9-flucrencas.’
-~ Mirostay Protiva ond -Ludvik- Novék (Pharm. and- Bio- .
- chem. Inst., Praguc). JIbid. 541—i(in English).—See C.A.] -
49, 197A. ; B.1.C, .
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l i ‘ub mm. 'u i

it puhelaiceds - AXRE
i lu‘n W

tawsine peid

l.
lm O. filvk, Ot Exuit, PR dnrnvn 1)

1 ]’(;1 i1
: ’l ulinl w Cingik, il _Zs \m“; Seilivy (R ’“"r I'I‘t:

P ). Gelieefitn Carehodoa,

C U phetnn SN ]_\_ e
T Chei. Leairs uv's 19, 192 I"w.;l)(m I'nylhh)‘ AT I
J40, 218 XVXV. Kinotics of the hydmlyqn, of antthista-

" minics of tl e benzhydeyl type. . Ldmurd Fractlosh, Dran-i. -
d Mlroslav  Peotiva. ji\'uz.‘ ‘- .

fitel: Micha, Ouo Lixner, am

—Sed L A 49. '!4...;5 e Ll e _E. ] Lt y ) .
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AT A

pormcs rmee

CiEcH

., Syn-
yntheses: in tbe estro"onlc bmmono ‘Troy; ‘
;hescs o 2-hydroxy-12- meth 1-5,6,7,8,12,13 gmxa!‘lyé!g)::
*fnorenons and 13-metuy1-5,6,7,8, 12,13 ‘huxahydro- p A -
z0-0-flucrenono. . Ludvik '\uv.xk and ermlml ml \i_g_,i
Collection Cz.chmlw Chens, - Communs. 19,7081

Bngluh) —~8ze C.4. 49, 16664,
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;i hrhmxmo nuft‘mc& XXXE!V ‘% % r-iype 0;{ :
tslme an taminies, o Bxger, 1
ims!av 3 §1,k qui[ \\T'Tytu'x'f. i

v

- C-A 3 B PB-\..J fx,(}ti..-
"w,r:u&m C’l, aml g g 709 NaNH Hy 6 hrss in 4() i
: ;-Cd’[a s 7.8, ‘7g) Ph,CHCH,OC}{,CH sNBfeyy I
. 49 {aftex purxnman) PUCILE CHCOJ{ C»O g) fu
(1 Tyl trented 2 hrs. ith- A1CT % {Ca
pns ~nt 860 [ 0- of & ;

G ";
ta Ph
y:  HCE m!‘. s
110 A g )m.’%ﬂ(l rul ‘B0 addc
il BRO gave ovcrmg’..t,.%'l RG
‘ii»,ll.l(}?r(l . Refluxing i”&g.ﬂ .
TS B0 24 hes. (wnh stirring )y decanipg- the 1t
2 withodenant H;O and 160 o) 3N- H.S0,;, ulkalizing the ay:
ayers with 4 o KOH, o andextgs the b with EtG
Cyiotded 7.2 8 (59%) m..mcn.wc.m. ™ nm.n Bow o
- ”Cf .mIt, m. 0% {PL }C by MG, wad
! »-5° \‘-IILN \_".5}"’,
aneys NE2 L
: 1 itiwd pressiire yi
| "(1' Ui ;LHNH,, e 44 -5°, by LS(}-—!’, Of sali,
Chs R, None ul‘ th:: pn.pd L‘ompds Was clfective a8 anti-
hi hmlm : bf Hudhd b
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¥

N R T

B . e . oL :
L SN D T . ) Y
f [{0 ( t ('(r// ﬂ#//‘? L
o S {Anﬁhintsmine substanced; XXXV. Kigstica of the by~ . "
) : rolysis of antiltistaminics of the benzhydeyl iype. dirard:
K Frautilek Macha; Otto Exner, aud av. .o
3 MRy ustay farm. Dioc - e 2
Y y 48, 33y of. C.4.49, 1 —Kinetic s )
ents of the hydrolysis of antihisteminics of the, . D S i
ed cryptobimoiec-; - . L T

! measurem
H benzhydryl type indicate the acid-catalyz:
! ular reaction., The generally accepted scheme of this reac~; i .
 tion was checked by the primary salt effect, The effect of: ST
-’ substituents in various positions of the diphenylmethane - T
 radical ou the hydrolysts rate corresponils to the theoretical, R e
considerations. The rte of hydrolysis and antihiztaming’ R R
_activity pafallel each other though not without cxceptions.: DooanT :
i analogs of Antistine.,

R A .  XXXVI, Preparation of p-substituted.
SRR : - JiH_O._Jilek, J&s'ei_l’_o‘f;u_kﬁée , wed _Miroslay Protiva - -
RN : I : FRnmng uatay farni. Tochion., Praghe, Caechy)e  Jbide O P
) MeCHCHINPh, m. ih-4%, ba.y 125-0° (50°8.) .

r 10 g. Raney Ni ut stor-
(100) p-MeCilLCHs="

-

e

Rl —p
~+ In 85 mi. McOH hydrogenated ove
i mai temp. and 100 atm. gave 81 g,

Y

PR SRR Y S SRS PR,
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_NHPh (1), m. 42-5°; HCl sall, m. 181* (from EtOH).

. Similarly was prepd, p-MeOCH CHNHPh 1), m. 646"

- {from EtOH), from g—M«'OCJ{.CH:NPh. m.: 60° To
- prep. p-CICH,CHaNH b (111), 232 g. PhNH,yin A0 mh HO.
. and 66.2 g. NalICOy were treated at 90-b° with 100 g.

« $-CICHCHLCY, brs 967; distn, of the filtered crude product -

-gave bl g (33%) I, bes 135-40°%; HCI sall, m. 207°,.
1 5.Chloromethylimidazofine-11Cl (Iv), m. 160-2°, and.
. “{ PACH,NHPh gave '2-(N-bm:ylauilir:wne{{lzl)-ﬁmdmalim
: lsAnustine). m. 131-3%; HC} 3alt, m. 233-4% methanesul-
! tonate, m, 108-0%. IV (173 .), 80 ¢. 1, and 75 ml. BIOH
* ! efluxed 8 hrs., the EtOH distd, off, the residue stirred with

90 mi; H;0, mized with 8.5 g7 NalCO; In 80 ml, HO at -
" B0-60°, the mixt. extd, wit PhMe, and the nch gbaseA
allowed to cr e el B3 6 (B e
;? -{ -melhythensybyanilinomeiky «2-imidasoline, m. 224°
- (frant- tOH). &l !n:li' were prepd,, front 1, -2} :
3mllwxybeniﬁ ntlincmal ylld-(m{d_asnh’na—ﬂ 7, n1. 209-13°°
xg‘mu e e CO, and. from 111, the d-{N{p.chloros
i} uyl)aniunomclfxy} nnalugs M. 23%-2°, M. Hudllck2 j;

vl B
-y E

Bl Baebladle

'
[ .

rewasi*- PR et

SEFRIE STERR Y LIRS L et R
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PROTIVA, M.; JIIEY, J.; POMYKACEK, J.

"Antihistamine Substances. XXXVI. Preparation of Sore P-Substituted
Analogues of Antistine", P. 232, (CHEMICKE LISTY, Vol. 48, No. 2, Feb. 1954,
Praha, Czechoslovakia)

SO: Monthly List of East Furopean Accessions, (FEAL), IC, Vol. 3, Ho. 12,
Dec. 1954, Uncl.
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" Antihistamine substances. . XXXVII. Synthetic spasmes (i
- Igtics.” XI.. Phospuonivia salts. - Comperison of sctivities, at
C Z E C H _of various types of opium 2alts. Miraskav Protiva und Gtio-o/

’

Bxnee (Vizkuuny dstav farnl, Gt =PREiR). Chew. -
Listy 48, 157080103 ); - Coltection Czechorlov. Chem, Cors
o w20, 2H0-33(1955 e Unglishy el Cud, 49, 247,
© 2426g ~Addition of PR OCHOCHCHL (1) and CiHh,DPh-
- - - .o SCHCOCILCHLL (L) ta Eol gave P analogs of Benadryl Lo ’
L L : aned Tmsentine H. Reflusing 47.4 g G, PRCHTOCI (T11) : -
<! ’ ’ and 34.5 g, ICHLCHQH in 140 m). C,H, 3 hrs., washing the
. : ’ o . =0l with 150, 20 NapS0y, and again H0, and evapg. the
: 7 sola, yielded 73 f II, m. 84° (from aq, BLOH), hes 158-01°,

Heating 0.5 g. 1L, 0.5 mls BLOLL, and 3 ¢. B&P (b. 115-25°)

S8 hirs. at 1207 in a sealed tube under N gave 7.0 g, ColluPhe
-CHCOCH,CHPELE (IV), me. 123-4° {from Me,CO. nnd
Et:0). - Heating 4.7 g. EtP, 13.5 g.-I, and 1 ml, LOH
under N in a sealed tube § hrs. ut 100-20°, dissolving the
oil in 10 ml. EtOH, and pptg. with B0 gave 3.53 8- Dire-
CHOCILCHGPELT, m, 1207 (from EtOH), and HOCH-

- ’,/'-A_'- P

- “ e {
- -
= - -3 LR
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mes<L gy FasT /s

- CHIPEGS, my, 3077 (T B0H ) PRCHOCHRCINE, o X
- prepG. by alkaliration of 8 2. 1C sait, wos treatod with b ¢, : i : : B -
it give 8088 10 P CHOCH:CHLNEG!, ~. £39° from ) .
TEWOH). Treating 5.9 g, 11 with 2.2 g, HOCH,CI- N3Me,
- ound 10wl Colle yielded 7.9 g, Ct T CHCOCHACHLN- . . o . ™.
© Mea HCL mL W {irom 31e,CO-1140)y, - The liee base (s - S I
g.) liberatsd from the HCI salt was treted with 8 . Mel L St . Yo
to give 10 g. CaHuPhCHCO,CH L CHNMl; . 162° (from : -
© L BtOH). Reflusing 3.7 g I3 brs. wite - solu, of LeSN R
- prepd. from 0.23 g. Nu {u 10 ml, MeOH and from MeSII,, e D e Loy
‘evagg, - the MeOU, washing the residus with water, nad: C ’ - g
< eatgswith . CeH,y gave 1.9 g CALWNCHCO,CHCHLS M e, : P g o
i 160-G0°, * Mixing 1.8 g. of the sulfide with 2 ml. Mel: : o R
gave 2,06 g. CHuPhCHCO,CHyCHSMesd (V), i, 101°, . - . I .
Spasmolytic action of IVand V is much bigher thun that of- K : .
. “Trasentine H. XXXVII. Hydrolysls of 2-(N-benzylnnil-. ~ /2 - . S
_inomethyl}imidazoline, J: Q. Jilek and M. Protiva, Chaem. : ‘ .
- Listy 48, 1584-5(10564).—Alk. hydrolysis of PhCH NPhCH- oY . SO
L C:N.CH,.CH,.INH (D) iy heating the HCI sat of I in aq. - .

:NaOH b birs, at 00°, and tesatment of ths base with HC in . . :
(Et,Q gave dihydrochlorile hydrale of PLWCH.NPhCH,CO- P : R ’
. "NHCHaCHyNH; (IL), 1. 135+7° (decompn.) (frora ELOH). . B o
! Reﬂuxhzjl 3 birs. with H;O lg:we an oil from which nhs, ai¢, . : : : -
: HCl pptd. anhyd. meno-H Clsalt of H, m, 185-6°, whereas L
the presence of 1.} was obtalned 2i-FICI siit Awirole.
_Isoth salts give identical HCIO, salt of IT, m. 125-8%, .
: : : M. Itudlieks .

2T Lt e n s e bbbt b ke it o bnmae s e  al
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SR (A

AR SN P SR D T TN

oo b Gonglioale bloekiey spents. 1L Bls-quaternary selts o
Z E L {1 “derived from t,5-dinmiho-1-thiapentane. Milcd Borovilka

and Mirosia$® t v T
Iy Pty 48, 100 =
! . Commnns. 30, 270-1{ L0458 ) 5he— -
Condbmisation of N-disubstituted S-aminocthylinerenptides .
with Vedisubatituted 2-aminoethylehlorides, und the sube
sequent reaction of the produsts with Mel or Btl gave biss {7 ]
gudatenury galts derlyed fram 1,3«diamino-3-thianeatane O
- “The compounds resemble In gangtioplegic action theiranalog ¢
pentamethoniuin lodide, “The mercaptans were prepd. by T -
“ hydrolysis of the isothiuronium hydrethlorides,  Isathiuro- -
nium hydrochlorides {yleld in ¥5, m.p.) and tnereaptans s .
. Sh.yw.) are given: MeNCHCHSCC NHINHLHCE 70,0 700
78-80°, Mo NCHCHSH (1), 124-7% EGNCIHLCHLSC- oo 0 +F
CGNHINILHC, 73, 192-3°, E4NCH,CIHLSH (IL), by~ ©
C65-0%  CNCILCH,SC(: NHDNHLICL, 72, 220.5-2°%

{decomptr.}, CoHnMNCHICIESH (JIT), bypaya 83-7°) RCH ‘ N s MY
- CHLSC: NH)NH, O] (R-mesphobng), 05, 233-6° (de- . - .. -~ R :
¢ compn.j, REHCILSID{IV), by 06-7 2, "Yiclids of mereaps R -4

tane were S0-409. Asa by.product, (Bt NCIHL.CIH )4, b P

141-3° zolated.

Adding 12 . T to a soin, prepd. from™ 7 ‘ N i'ﬁ:.{/ R

276 O, treating the mixct, after 30 .adw,
witly 12 1.C140L i 20 fal. EtOH, refluxing the L R
= wixt, 4 hres il salt, evapg. the ltrate, diig. the o i .
reidite with 1 , washing with H;0, dcying, and <
3 . 112 2. (€0%) (MaNCH:CH LS, bp
Wiy hiswet ,m, 2012 bisethiodide, m. TT6-7°, .

Similasiy werz premi., frocy the correngonding elilorides and |
mercaptides, (B SCHCH S (from 1 a 76%), by 138-7%; -
 bismethiodide, me 260-00% Listthdodide, 258-0° (Cill=
NCHLCHL5S (froin TIX in 53% yletd), bes 180-2°; bise !
 methiodide, . EB~T°: bisethiodide, m. 2446 (RCHL,CHL LS §
{fram IV in low yield), b 106-2007; bismethiodide, m,
, ; M. Hudlicky - |’

215-6°,
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o T

”/
R L : Symhe;-s N estiogenié -Hostusnen pretp, VIO Dal _LH . R PR
. C Z E (" anahvvs of - eyclohnxunol-2 3-dicarboxyli ids, Ouus T
AR 2 83 fEer nd Mirosldv Ui iy V Ve iy, N hiu-'J ; s -
chusn., Praguare - TR LY 43, i.’mﬁ-ﬂd‘ b, cl. LoL. Sl
N " ”ﬂg --Starting with Bydragylated phifalic achls, the a0
'B)llﬂleid of & mr'éyl-! 2 bsde fone mwd I fdwdrine . et . :
© dawedionc was nttempied. Low yicds of the iotermedie . .

‘ates and nonduplicability of the hydrogenaiion of the aro-
niztic derivs. to the clicyeliz enes made {he synthesis im-
practicable. p-Benzoquinour, - KON, 150, gave
: T6% !,u3 G{ NCUCHT{GE hy hydeolyaat with 505 KOH'
“to 705 1,256 HO:CHTL(ClE ), 20, decoipn.
Afrons’ Hy©), which gave 60% £,2,3.8- \ML(),\,):C‘h e 5
= AU o : . (1), m. 1407 (from HzO) Acetylation of 1 with AcCt in
= : IR ' {GLN gave 4795 1.2,3,8 (MeO,ChCdI{ OACUH] (i), m.

“118% (Iran 1,0). H)(Imgevmmoﬂlm E1OH over Ry ’ ’
N at 120 atnn wnd 180° (80 reaction ot Hu" qave, afwer
S1ohry 3095 23-(MeOCRCGH{DAC), by 156°, Dvdra:
genaiion of iu- i Bl AcO aver 1'(” (4.4 a0 ve,
after §4 hes., 8 g Y ",.l 6 MeOLCICH(OAch, ha ¢ 165707, (,
Hydrogenation uf g L 30wl MeOl over 3 2. Ritstey
Nint 100° and 120 wbm. meve; wfter 2 hrs., 16,8 . of a
. i by
B ! l"'. v"
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. OTTe . FRHIE
"1 stercolsomeric mixt. of.1,2.3,6-(M¢:0-,C),C.H,(0H), {HIY,.
" thea 183°, “Treating 17.5 g, I in &) m), CeHy with 7.2 g.
iCiHaN and at 40°.with 6.2 g, AcCl gave 1.8 g, stercoisn.
heric mixt, of 1,2,3,6-(MeOCICH L OACK O ) (IV), by
§300-5°. Treating 13.6 g. IV in 100 ml,  AcOM during 30
. with 4.3 g, CrO;y dissolved in o ml H.O and 2 ml..
tACOH, stircing the mixt. with coaling one br. longer, adding:
;8 ). EWOI, evapg, the mixt. i sicue at 5%, stirring the:
 tesidue with 100 m), 0, extg. the mixt. with CH,, and
‘3 dislg. the ext. yielded 10.5 B. stercoisonicric mixt, of
;?Oi‘“((ﬁo&\m).cH(CO,Mc).CU(OAc).CH:.(I'H; (V), by,

RS NN

TP ey

e

163-72°,  Adding 105, V 10 1.1 g. Na dust in 20 m. i,
“fefluxinig the mixt. 4 hrx,, treating witl. 3.5 g, Mel, and re-
ﬁlivifn'g'rd more hrs.rgnvc‘(i.-i B- (E().CB{!:(CO:,MC).CH(CO,-‘

Me]:CH(OAC).CHy.CHy (V1), by 148-52°. Shaking 4.1 g..

7 VEI 4 dalxt. of 10 mi, PRCILSE, 1 ¢ anhyd. ZnCly, and L.
: B Atifyd: NosSOy at 0°, letting stand :3 days, extg! with
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;L e Te Bl

' (,m. A cv:pg Uit 5 Lsmvo 5. br e mereapt: v!r' of
VI, This {5 8.} was taflused [ s with sirrhug, with 13ml)
suspension of Rasey MNj in §50mi BeOL, Slererd and evapil 5.
it vaceo. “The resldue dlwolved in 10 mi. FEOH, ceffxed
it 20w, 2045 WO 0 KOO 4 Des., wnpd in vanuo, dis-
solvad i X0 ml. HL0, acidificd witly HEL e apel, £ vagka ty
dryness, .uu!fx'd. with BhO gavaa glussy resithie which way
.drssohu{ o 40 b AFeOH, ermd with dry HCL, cvapd:

“rand distd. to give 1.4 ¢, of 2 mixt. the « 'ermm;rmh) of -

Ciwhich over AR, vieldsf 07 5. ~lrmn»vmmc nsiaf, f

TN v e e A e et

Ch(CO;n‘i-’; CH(( 'H) f(‘Hm (“MeC"),}‘r- b; s 1307

Stemplys 2,04 Me,C3

McQH over Raney : :

M, CHT L NFS d vin the dl...o—
“hnmn sdt jon 7085 yisd f GG 0O (VI ey
‘2%~"‘J m. 58°, {manghydrat Anhxd Vil 6i-i°.

Sapon, of VIL with FOH guve 959 dnczd = 1607 (!rnm

« Ee-peir, vater). - Hydmge Ldmn ol 21 g. VH in D mt,

anﬂ over-Rancy Niat 168 807 and 120 ainr. gavc Aftcr

dxrm.xn(nqraph) "15"/an {CO Moy, CII(OH) (CH:): (. H(’O,
Me VHIL by 120:07% Aurd, ol . u;nxsdrmmumh o
{'hphlluu Q}b £ VI i aa b AeOit 23 - Otk
it of 3.4 il. 1 mo:e.ux 7 il AcOH i (940"

g z"m:cxtn,.ﬁ '!" (('1 ,n, QH(CO,\
Iy mfl* 110°

H

Dl T

hARE

i
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e ‘\/fmﬁomu{ estersof nicotinlé neld: Zdentl [, Vel -
00 Nijeotiityselornde id HO(CIL)L O (1) (whire B 2-0);

give producteshowing high vasudilatory netivity, tow tox-i-
,“ici!y, wind Dight soly, in watero- T 14,1 g, fa 20l dry Cdlas 200 0
\ i slowly wdded (o v inixt, of 20 g X0 (=2}, Bl dey
 pyriduie {111}, und 35 b, Clfe; the inixt, ditd. with water to -
" sep: 4.8 g cthylend glyeod dinicotinute (m. 1289, the filtnite
atkafized with K;C0Oy, and extd, with CHCHy, nsul the product -
dmd.,’mi:ldhig 575% HOCH,CHj ‘esier, by 142-4°, of nico- .
. tiule ucld; plerate, m. 1387 (from GOHL ~L-4.1 g, 18 g - T
CTE (e ), and Bml TET i 56 ). Cetly yild 3.5 . triemethyle: o
- .- ene glycol dinicotinate, . 95%; and 4.43 g, HO(CHyJs ester,
. b 144°, of nicotinic usid {picrate, m. 106%). - § 4 gonnd
15.0 g. 11 (si-=:5)in 8 mi. 1F and 30 ml, abs. ether yiedd . .

¥ 584 5 HO(CHy); ester, bay 160°, of nicatinic acd very: .
sl in ethers picrate, . 1662, 7.1 g.and 10 M{n=6)
i 4 mi. O and 30 mi. Colfy yicid 2.8'¢g. HO CH:); ester,

. b 178, of nicotinic acid; plerate, mi88° - T L Uu - :
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., Miroslav

YAlkyl etlgérs with antihistaninic and antispasmodic prop-
erties.. Miruslav Protiva. . Czech, 83,803, Oct. 2, 1955,
Physiotogicidly sctivi sl cthers PhCYZOCH,CHINR, et

- (1) (where R is alkyl, Zix HWoralkyl, and ¥ i beterseyclic . T
Tidue) e Prepwl. by condensing compds, derived {rom . ’ C
‘substituted ethanokunines of “the type OHCH,CH.NRy -

with PWCYZOIF (IT). The aleoholite prepd. by boiling &
; A g 0L(Y = Me, Z = G-pyridyl (HD)] (1) sith 10 g. NANF,
_ . o L E -~ _in benzene was reflitced 8 bry, with 3.1 g. CICH,CH,NEt,,
; R LU yieding BT g L (Y = Me, 2 & I, R = Et), bes 160-725;
T ST L © ¢ dipierate; m. 135-7° (cor.) {(from acctone-EtOH). IV. .
" (5.0 g) and 2.7 g.. CICHCH,NMe, yielded I (¥ = Me, \
© .Z = I, R = Me); dipicrate, m. 172.5-4° (cor.) (from -~ . i
* . acetone-dioxane-EtOH), . IV (5.0 g.) and 3.7 g. B-piperi-’ . N
dinoethyl chloride yicliled I (¥ = Me, Z = I, NRy = - : )
piperidino); . dipicrate, m. 152+4° (cor.} (from dioxane- . T
sacetonc-EtOH). - I (Y =, H, Z = 2-furyl) (8.7 %.) and 5.3 _1/
.- 8 CiCH,CH,NMe, yielded I (¥ = H, Z .= 2-furyl, R = ‘- g
_ ~'Me), ba.s 118°, which gave, ynstable praducts with HCl and 2
: B picric acid but eryst, addu. products’ with- alkyl halides
e - ©-.and esters of inorg. seids. Also prepd. were I (V. = Me, : i o
) ~Z =T, NR, = morpholine) (dipicrate; m. 173-4°) ind o .
{Y = Et, Z = I, R = Me) (dipicrute, m. 148-60°;. : . R i -
Czech, 84,864, Dircct coudensation of tertinry 3-pyridyl-
" carbinols' with f-aminocthyl, halides (without prepg. alco- o .

VPN )
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{l‘y(-"f}"w_, ’.qn / S‘,Hlu")l .
ther hageg oy, 1oy f 8 Physiol, uum -
d4¢, 01 °H. CH,N b ;, nd 1. uNH
4 w;xS‘rcHuxcd ll hrs l decey mpd with .
Drodyce w, mm'uugmphul on AL.o, -
l., yu.mm I (V= M 7 o I, R :
d§-72 ([ om accmne-EtOH) Alsy
prepd, were the t’ullnwmg I(y, ,, R, and g '-D. 6f dipicrage
given): >t Me, 1 1725 2 {from ncc(un&dmtme- . c
: o EtOH) Mc. 11, NR, =p:puldum 1534 (from dmmutk -
P acctou&!‘(OH) Me, IH, NRy e mnr-)lmhun 17345 4'),
- (mm dinx; He) ;. md HI, Me 43-5ge (fmm PhAr- : i
: H). 1. lmv.tlu!'ummmlm X¥)-1- -(p-1, tolyl) . ¢ -3y . . (
'rills'l)nlln:nnxc dipic » M. 155.79 i dmnm'v{xcclmm- ('-_{_,
HOH), g 1- (ﬂ-lthlhy'HMHIUL'”(‘K y)-1-(1 “aphtiyp.p T

(.I-pyrulyl)( hane g, tle, gy, ..UU 29 l!ru 1y |2 A <10,
SWere alun gy nf. : ], Urlunuk

—— 013433200
= _ 6_00513R0
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VC’om unds wlth antibisiamine and Antispasmic udvlly . Lo

Vﬁchvpﬁe&hamduimhv Protiva,. Czegh 84,866, Oct. : 2——- RIS

52,1 _Condensation of 2-{f-m ‘methoxybenzylamino)pyri- - R
dme (l) wi Z;Expendmo- -or Z—murphohnoethyl halides - S

. yields E: ucts showing biol, activity, sotably high' nnti-
. effects. 1(167g)in 100 m!, dry C¢Hg treated

lh H 5 g. 2-piperidintethy! chloride afn% 34 g NaNH.,

"tﬁe fikt. aflow 'ltuh vefxﬂzht,

-bath 6 hrs., difd. W , and, the ext.’ b
) distd. . yi:lds z-Lp-fthoxybmxyl(z- ri moemyz)ammt
e ridine, by, 220-8°; manapicrale ( m,
e {I rom EtOH). Amlogously was prepd 2— md{m:ybmzyl— .
.- K marplwlmodkyl)amuwlpyndmz b;..230—40° fonopizrate : i . -
: . (70% 5! . L.J. Usbanek : R N
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’0 ’“T“/ g MikeSLav

. - O . P P . >

. L]
yridylearbinals.  Mirosiav Protiva and Miloz ”/Z . P
zech. B < L IBSETTTerntaTy g ; —_ 3 VOUT
& Enlides wich §oyare eyl eloues. A Gelppan e !
e . B Lk bialides - wi pyridyl a kelones, righard reagent . : i PN
w T M repdl rom 24, My and 15 o pen sy CrE B treated o “Cop
. Lo . : .- - with cooling with 8.2 £. 3-acetylpyridine iy 20 mf, Et,0, : -
. . : “-- the mixt. refluxed 30 min., and the product decompd. with
.. fce and extd, with Et;0 vields - yn’dylpl:enylmz.'hy[a:rbinal,
< bag 184-7°, m, 80.5-1.5% HCl jalt, m. 183-4°, " Similarly
: prepd. were J-pyn'dyl(p—lalyl)mellx)‘lrarbx'nal,- m.. ~108°
[HCl salt, m. 150-2° (41%)1; 3~pyn’dylp/wnylzlln-fcarba‘rwl, W
L b 1T1-7°, m. 104-6° [Fr e salt, m. 126:7.5° (60%});
§ aud Fpyridyl(Lnaphthstmeihslcarbinol, . 18570 (S0 )

~L.7 ._U,r_b.\su_n.sk._g .
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uvel ot cyclohcuu -2,3- d!cuboxyl!c aclds. Ottp Exncr(:H
Caschoslov, Chem, Co H
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. siragenic hosmene groUp. VIIL. Crystalline” T alter chromatography, 1.15 'g”.'isb’ﬁi\':ﬁ'é factone (EVbJ, o -
At mekhyl'wnhyl—zarﬁamathoxyé—(p—m:thoxyphenyl)cyd?. o - 105-200° {bath temp.). . Reduction of 2 £ a with 1.6 2.
i} hexauone-G-acetata and aiteripts to cyclize sterenisomeric LiAiH, in 130 mi. Bt,0 by refluxing 30 min. gave after
= \z-nmhyl-s-(p-mcmoxyphenyl)cyclahexznonc - G- astic - chromatogranhy 1.2 g Z-uutkylé—{p—mdéoxypheuyi)ﬁ-'_
2 - Vacids. . ]i‘rs O, Jilel-and Mirostuv Protivit (ijzkumn)’r 1 (thydraxyethﬂ jeyelohesanare, bas « 190-2°- 2 (08 2-)
. . T ﬁsg;‘m.mm,'biod\m,, ngucr“‘m Lty 49, 00-105 was transformed with 0.7 . PCL, in 30 ml. CHetoits chlo~’
e S (1965); Callection. Czethoslov, Chem.- Communs 20; 763-76 . ride which, treated with 1 1nt. SaCls 8 hrs. at 0°, gave, after
- 'Ems“i)(in Gennun); of C.A.49, llm&.—Rzatcriﬁmtiou of ) decompn. with 15 ml. 3N HCI, 0.05 g. [ia and 0.10 €. ofa .
Ch g B 2—m¥lhyl-2-curbdhaxy-5-( p-inethos phu’rij;l)tyzlahexan- Lo Lsctons (Va)of (:?omc{h;vl-ti—(p—'m:thoxyplunyl%z-hydyoxy).m.a.
= - cyclohexancacebic acit, bo-s 200-10°, m- 116-17° (from Me-=

- ronc-B-dcmul(i), m. 8+ by'rcﬂux!ng frs; with 42.5 8 : ! : pd

10.07 4. -Na, decompg. the cooled mixt. with 7 - : OH), sapon. of which gave Ila, Catalytic hydrogenation of -

S . 50 inl. HaOy extg. with 10, evapg. the exta and dis- 190 tng. Va in 10 ml. AcOH with Pd and 0.1 ml. HClO gave

L . -yolving'thae £ idue (4.8 §.) in 20 ral. 80% 24- MeOH, and 40 mg. ot nn}wmcr(waﬁ) of IVaa, m. 109-2° (from McOH).

5. B % - cooling “yiclded 4.2- 8. Me :'-melhyl-2—carbnmetkax:1-5~($ . Similar cyclization of 2 g. IIb yiclded alter ether extn, and

Je- . ¥ 3% ;chromnlogmphy 0.5 g- of a stereoisomeric lactone vb),
35 g. liquid 1 (the mother fiquor from - L i 206-18°, m. 99-103° ({rom McC())H). Thermal cycti-
' 1

m!hoxypluga e IohexanoneB-acelate, M @72 (from &
L MeOH). g i 1 i

K the cry)stn. of I} {C.A.4%, 107a) by cedusing 10 brs. with 28 , © zation of Ila by heatuld 0.4 g. Ia 10 min. ot 240° gave,

g NaOH in 250 i, H:0, dilg. the mixt.with 250 ml. HiO,0 .7 7 after distn. in vacto, 250 mg. of a mixt. of 1fa and Va

0 acidifying with gcl,. fitering off the 8 &. of crystals (isomer- which regencrated Ifa o alk. hygdrolysis. Partial hydroly--
i Ila), m. 00692 \(from EtOH), and extg. the soln, with ¢ sis of the liquid portion of 1 (7.4 8.)3n 20 ml. EtOH by re-’

L B0 goave 7 g. 8¢ eoisomner (1Ib), n1. 138° (from CH), of fluxing 5 hrs, with 1.1 g KOH in 100 mi. EtOH gave 4.4 g- -

g mathyl-5-(p-m (goxyplxnyl)cycfahexauonc-s-acuic- acid. ; . Z-ntqlhyl-?-carklhoxy-5-(P-metharyggmyl)cydo}lmnone-_s-

i.° 7 Adding 6 E: to 25 &- polyphosphoric acld (160°), heating; .. acetic acid (VI), which treated it 1 ml. CiHg ot 0° with

i+ the mixt. 50 tin. dt 160°, cooling dilg. with 100 g. ice, an 4 g, PCly, the crude chlaride shaken 15 min. ot 0° with 4 ml.

. extBs 0. {t e 4 g. of a lactone (ifa) of FmethylG-+ i SaCl,, and the wmixt. decompd. with .20 g. ice and 20wl

: (p-mlhoxyphsnyl, 2 hydr l—cyc.’ahe:ma-l-acmc acid, o, - HCl, gave, after chromatography, 1.2 & probably) 2-

© . 91% {from 809, EtOH), ¥ ich regenerated 1la on alk. hy- 1 mcthyl-z'carbethoxy-ﬁ(p- methozyphenyd)-1.9- fox0-1,2,3:4:*

drolysis, . Similar treatment of 5 & Iib by heating with 25 K"'i o 4a,9.l_O,IOa-ocmhydmpheuanthrene. be.e  200-10°.  To,

typhosphoric acid 4 hrs. at 100° gave 4 g.crude and2.28. o verify the formation of uneatd. lactones, 4.3 g. cyclohexa-,

B ... pure stereolzomer (b)), baug ,210-16% alk. hydrolysis of none-2-acetic acid, m. 72-4°, was add to 22 ¢. poly-*
o » 7 " which gave IIb. Catalytic hydrogenation of 2g. Mzin40. - " . phosphoric acld at 160°, and the mixt. heated 10 min, at,
- ml. AcOH over Pd in the presence of 2ml. 60% HCLO, gave: © 150°, decotipd. with 100 g. ice, and extd. with cther to give:
0.6 g. of an isomer (IVax) of a satd. laclone of $-methyl-6-(p- . : 1.8 g. lactone of Z-Itydwty-A‘»a—cydahemmq;e{ic acid, bos

; henyl)-%kydmxycydohmnmalw " gcid, bes 185~ : 102-5, m. 20-22°. In. counection with the syntheses, a’

2, m. 93-4° (from 839, MeOH). -Similar treatment of - : mixt. of 13.5 g Eb Z-ﬂuthyl—z-carbelhoxycydahmmmﬁ-

in 60 mi. AcOH and 1.5 ml. HCIO, in the presence ' L acetic acid (loc. cit.) and 835 g. BICHiCOsEt was heated

t ed twice during the b drogenation) gaVes. L with 3.26 g. Zn 80 mi. Cefl and 70 ml. PhMe 4 hrs. 8t

T - over) C

PSP
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Core sl 100%, decompd, with 50 ml. 109, AcOH, and the org. layer -
R © . washed with 60 ml. 10% NH, soln. and distd. to give 10.9 g.
B C G - o..of & mixti-of stereofsomeric 2-melhyl-2-carbethoxy-1,6-bis~.
— ’ oL carboethoxymethydeyclokexans s the dehydration of which : . -
S . 1 {8 g.) by refluxing 8 hrs. with 50 ml, 85% HCOH gaveSg. -
) meric unsatd. esters, di-Et Sanethyl-3-carbeshoxy-1-cyclo- * -
hexens-1,3-diacelale, and Bt Z-methyl-2-carbethoxy-G-carbeth- ) -
oxymelhyl-Aba-cyclohexaneaceiate, beg 130-5°. Intrared L oL “
spectrn of JIIn, [Vaa, and V& are given, . - M, Hudlicky ., : v S -
! . . = o - Lk RN
Vs ;
o
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PROTIVA, M.;EANER, O,

Antihistamine substances, XXXVII. Synthetic antispasmodics. XI. Phosphonium
salts; comparison of the activity of various types of onium salts. In English,
Pe 210

Vol. 20, no. 1, Feb, 1955
SBORNIK CHEKHOSLOVATSKIKH KHIMICHESKIKH RAEOT
Praha, Czechoslovakia

So: Eastermn European Accession Vol. 5 No. 4, April 1956
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4 CZECHOSLOVAKIA/Organic Chemistry. Synthetic Organic E-2
Chemistry.

Abs Jour: Ref Zhur - Khimiya, No. 8, 1957, 26840.

7
futhor : Protiva, Miroslay; Simak, Vliadislav,
Hach, Vladimir, Exner, Otto.
Inst :
Title ¢ Local Anestheties. III. Sulfonium Salts,

Orig Pub: Chem listy, 1955, 49, No. 2, 222 - 226.

Abstract: With a view to compare the local anesthetic
activity of analogous nitrous and sulfurous
compounds, the following substances were pro-
duced: of the novocaine type - 2-methylmercapto-
ethyl esters of n-amine (I), n-butoxybenzoie (II)
n-metoxycinnamic (III) and n-metoxythiocinnamie
(IV) acids; of the xylocaine type - N-(methyl-
mercaptoacetyl)-2,4-xylidine (V),
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‘Q§EQ§Q§LQYAKIA/Organ1c Chemistry. Synthetie Organic
~ Chemistry, o

Abs Jour: Ref Zhur - Khimiya, No. 8, 1957, 26840,

¥

N-(mothylmorcaptolcotyl)-2-methyl-5 6,7,8-
tetrahydro-l-naphthylanine (VI); of the per-
caino”typo'-'Q;mcthylmorélptoethylamidos of
2+ch19rocinchon1ne*acid'(VII)findTZ-butoxyein-
‘chonine acid (VIII), as well as iodomethylates
of I £0-VIII. Todomethylate of II has the same
activity as novecaine the activity of iodo-
methylate of III is 26% of that of novocaine.
The analogy of the physiological activity of
sulfonium and ammonium salts extends also on
the local anesthetics. Indomethylate of VIII
has no local anesthetic action. The mixture
of 8.25 g of ethyl ‘esters of n-aminobenzoie
acid, 16 g of ;2-methylmercaptoethanol (IX) and
0.05 g of Na was slowly heated with distilling

APPROVED FOR RELEASE: 09/19/2001 CIA-RDP86-00513R001343320011-3
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CZECHOSLOVAKIA/ Organic

Chemistryu
Chemistrya

Synthetie Organic E.2
Abs Jour: Ref Zhur .. Khimiya, No, 8, 1957, 26840,

125 - 31040 (from aleohol), The 81cohol sply.
tion was azeotropically distilleq off with
C5H6 in 3 hours: time from the n

CoH50Na solution (of 3,i g o

ours and decomposed with 75 m1

3 Va3 separated by distillation of
the organie layer, yiald_SQ%9 boiling point 182 -
1909/1 Mm; melting point Ly . 540,

H iodomethylate
contains 2 pojy of IV per 1 mol of CH.I, melting
point 110° (frop @lcohol), The 8olutfon of 15 ¢
of methylmcrcatide of sodiunp (XI) and 30 g or
N—chlon&cetyl=a29l+=-xy11'dine in 300 m1 of &lcohol

Card 4/

_3"
CIA-RDP86-00513R001343320011
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CZECHOSLOVAKIA/Crganic Chemistry. Synthetic Organic
Chemistry.,

Abs Jour: Ref Zhur - Khimiya, No, 8, 1957, 26840,

was boiled 2.5 hours, the filtrate was mixed
with 150 ml of water and V was separated by dis-
tilling the ether layer, yield 65%, melting
point 147-148° (from petroleum ether), iodo-
methylate, melting point 102-103° (from ale.-
acetorie). The mixture of 20 ml of alcohol
solution of 3 g of IX and of the solution of 6.5
g of N-chloracetyl-2-methyl-5,6,7,8-tetrahydro~
l-naphthylamine in 100 ml of hot alcohol was
boiled 2,5 hours, filtered, alcohol was dis-
tilled off, the residue was mixed with 100 ml

of water and 100 ml of C¢gy and VI was separa-
ted from the benzene layer, yield 59%, melting
point 146-147° (from alcohol). The solution

of 50 g of 2-methylmercaptoethylchloride in

APPROVED FOR RELEASE: 09/19/2001 CIA-RDP86-00513R001343320011-3"
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CZECHOSLOVAKIA/Organic Chemist
Chomszoon? Py. Synthetic Organic E-2

Abs Jour: Ref Zhur - Khimiya, No, 8, 1957, 26840,

decomposed by the solution of 40 ¢ o

extrgcted with ether, and 2~mcthy§me£c§;8§:
ethylnmige Wa&s separated through chlorhydrate
yield 10%, boiling point 140-1500. ppa arar®?
tuge of 3 g of 2=methylmercaptoethylamine

7.8 g of chloranhydride of 2=chlorocinchoﬁine
acid and 50 ml of Céﬁg was left staying at 200
for 1 hour, washed 91 h soda solution, the soda
solution was extracted with ether , and 4 g of
VII, melting point 146-1470 (fpom benzene-ether)
Was separated from the benzene and ether extracts
The mixture of sodium butylate (of 0,2 g of Na

Carda 6/7

CZERBWEPIM RELEASEIe0DYWw9/206 ) nth G- RPRS6+00513R001343320011-3
hemistry,

Abs Jour: Ref Zhur - Khimiya, No. 8, 1957, 26840.

and 35 ml of n-CgH OH) and 3.6 g of VII was
left at 20° for ours and at 800 for 4 hours,
boiled 3 hours, washed with water, the aqueous
layer was extracted with ether and the combined
butanol and ether extracts were distilled down,
2 g of VIII, melting point 107 to 108° (from .
25'%=-ua1 aléohol) was obtained; iodomethylate,
melting point 108-110° (from alecohol-ether).
See RZhKhim, 1955, 21207 for report II.
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CZECHDSLOVAKIA/Organic Chemisiry. Synthetic Organic

Abs Jour:
Author :
Inst :
Title

Orig Pub:

Abstract:

Chemistry.
Ref Zhur - Khimiya, No, 8, 1957, 26841,
Hach, Vliadimir Horakova, Zdena,

Protiva, Mirosiav
"\____\/_—

Local Anesthetics, 1IV. n=Aminobenzoates of
hnpiperidinomethylml 2-benzocycloalkanoles-3,

Chem. listy, 1955, 49, No. 2, 227 - 230,

2-piperidinomethylindanol (IV), 2-piperidino-
methyltetralol (V) and 6-piperidinomethylbenzo-
suberol-5 (VI) were preparad by reduction of
2-piperidinomethylindanone (I), 2-piperidino-
methyltetralone (II) and 6~piperidinomethy1-
benzosuberone-5 (III) with LiAlH,. n-Nitroben-

~zoates of IV, V and VI (VIII, IX and X) were
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CZECHOSLOVAKIA/Organic Chemistry. Synthetic Organic

Abs Jour:

Chemistry,
Ref Zhur - Khimiya, No, 8, 1957, 26841,

obtained from IV to VI at a low vield by the
interaction with n-nitrobenzoylchloride (VII).
VIII to X produced corresponding n-aminoben-
zoates (XI, XII and XIII) by hydrogenation over
PtOy, IV, V and VI were obtained in the shape of
one stereoisomer in all cases. In the duration
of 20 min. 18 g of chlorohydrate of I was intro-
duced into the suspension of 1.8 g of LiAlH,

in 400 ml of absolute ether, the mixture was
boiled 10 minutes, decomposed with 20 g of NaOH
and 250 ml of water and extracted with ether;
HC1 (gas) was let through the dry distilled
down ether sxtract and chlorohydrale of IV was
received, yield 61%, melting point 202-203°
(from alcohol), Similarly, V was received from

T - i o T T R T )
N N S i A A o T DS e TS T T A T S T B T et S TP L 1 e e e e e e v

AT T R et W v T
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CZECHOSLOVAKIA/Organic Chemistry. Synthetic Organic
Chemistry.

Abs Jour: Ref Zhur - Khimiya, No, 8, 1957, 2684l.

chlorohydrate of II and LiAlH,, yield 47%,
melting point 98-100° (from petroleum ether).
When boiled with HBr (acid, 1 s 3), V splits
producing piperidine bromohydrate, melting point
230-232C¢ (from sleohol). Chlorohydrate of VI,
melting point 205° (from alcohol-ether) was re-
ceived from chlorohydrate of III similarly to
1V, yield 74%. The mixture of the solution of
IV (separated with soda from 5 g of chlorohyd-
rate) in 79 ml of CHCl,y and of the solution of
3 g of VII in 75 ml of CHCi5 was distilled dry
in air, chlorohydrate of VL%I, melting point

16&«16%° (from alcohol-ether) was in the residue.
Solution of 4 g of V and 3 g of VII in 25 ml
of pyridine was heated (100%, 3 min.), 48 hours
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synthetic Orgenic  E-2

Chemistry.

Ref Zhur - Khimiya, No, 8, 1957, 26841,

4
1th the solution ©
was decomposed ¥ nded in ether
s s suspe
y the pr°°1§é§a?%az§ into chlorgpz%g;te
O (from AlLC -
oint 182-183 t 206-
oF 1k meltine Pithee of x, selting Bt %S
Egggr(}r°m ‘1°°h°1'°§§°§lﬁ§3§a22 of VIIT in
.1 g of chio r O.% g
33% ging ilcogol wasd?y%§g§zgaz§%,ozge base
1 was dls tracted
of PtOo, alcoho oda solution and ex
arated by sod# 0%, meltin
g;sezﬁgr XI was obtained, yleld 91§6m ether).

hol-petro 14
10-1410 (from alco e way, yie
point 1 IX in the same WAV,

from
XII was produced X 1n e om alco
£ 139-1 ) ;
75%1’-0‘;:3&?2%123%? 1392701 from X, yield 60%,
pe

Ref Zhur - Khimiya, No. 8, 1957, 26841,

m a \
/ciéc' glc imge}{ggsnmmmnzoon

)

d XIII is ab %
an .8 about 110% of that of nupercaine
(XIV), the superficial anesthesia was tested
by the introduction of 0.05 ml of 0.1%+1le
solution of chlorohydrates of XI, XII and
XIII into the eye of a gzuinea pig, XI possesses
110%, XII possesses 130% and XIIT possesses
100%Z of the XIV activity. The toxity was
Reted by intravenous introduction of 0.02%-11e

solution of the preparatinn to white mice
weighing 16-20 g; LD50 is (in me/k ) XI -
XII - 7, XIIT and 5%s .

LIV - 6; XI, XII and XIII
lower the blood pressure éimilirly to X1V,

CIA-RDP86-00513R001343320011-3
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.+~ Synthetic spasmolytica. 1. 2—(m—Hydroxydiphcnylanﬁno-
i . M. Protiv v
7 N . Lisky 49,
072-4,1855) ~—Heating: ‘resorcinol “with - arometic’ amiues
- in the\' press):n'cc of their 11Ct salts at 165-7_0: gave 40% 3-
- .'nydratyd;’phmqumins (D), bs 208°, n. 81-2% - 53% 3
7 droxy-2'-methyldi kenylomine @), byl a1
|- hydrexy-3'-melh tpkenylaming (), by 182° :
- 149 g. 1,128 g;'hhlorometbyhnnda,zohne«i.l(:l (!_V) and
g0 mi. xylene with. stirring 7 hrs, at 146-50 ébodu.lg the .
mixt. shortly with 40 ml. H:O, gqohng to 60! , adding 20
-~ ‘ml, HyO and 60 inl. AcOE¢, boiling again, Sepg- the aq.
© layer at 40°, and evapg. i1 vacua to 30 ml. gave 86 8. of &h_e

CHC mub({z-(s-bs-dm:'ydi phenylaminomethyhimidazoline (V),

rom ntLbELOk_l . Similar treatment of 19.9 g. i, -

m, 211° .

17 g.-1V, and 120 ml. xylene ave 7.0 g 8-(2-hydroxy-2'~
. micthyldiphenylamizometh Ky imidaaol: HEl .(é'l).’fn. 0~

1°. The same procedure with'19.0 ¢ 11l gaye 10.9 g- of the
HCl sall of Z-(J-hydmxy-sf-me!hyldiphtnylnminamcthyl)irm'd-
atoline (VID), m. 921-2°%" “2o(3-Fydr $'-methyldiphenyl=
aminomethylyimidazeline m. 1069 B -salt, . 248-10°%
trickburoacitale, . 137.6° (decomp.); S MeSOM sall, m,
“176°. The cflect of V1is depressoric, that of VIlis pressorics
Vv is indifferent. - H. (1.4~Benzodioxan -2 ylmethy fer
methylsulfonium lodide.- Ai. Protiva and V. Sitmik. 1bid.
374-5.~Refluxing 38 g 2-chloronethiyl-1,4-benzadioxan in
120 ml. TtOH 2,6 hri. with 165 ml. of a soln. of 25 ¢. Me-
SNa 2.5 hrs): Bltering off the salt, evapg. the filtrate, ang
shaking the residue with 1H0 uud BtO gave 3 g (75%)
2 (methylthiomelkyl) - 1.4 leneadioxar, Dra 194-0% bam
1H-5°;" methiodide, m. $11-13° (fromi Mc,C())_.__ M.H,

APPROVED FOR RELEASE: 09/19/2001 CIA-RDP86-00513R001343320011-3"



- o gave

S

I e

-———

"APPROVED FOR RELEASE 09/19/2001

CIA-RDP86-00513R001343320011-3

o O
ol ’ thetic eXpEF

' Lag{; jl}:crc‘_l.\gmem‘{im.émmlu

. "_m('} (’Vy;.m

ot T 'L‘h’_‘{ 397 373

S .« i:hlgmmtﬂ}ylimidum e-H

EhO)
10212

“(frowm
LR
: u‘ N Ll\e

APPROVED FOR RELEASE: 09/19/2001

SRS V.
the hwizmmr‘b gt\‘mp
s in iy P\' et

Met, m. 20570 (dumnxﬂ)(f"" n M),

_,-—»’-"""""

",‘ W

Tague).”
,——Trentlns Me -

.n! ElOﬂ) with 14 8- - | 2
). refluxing the m xt. - : -
Cthe ﬁltntc m mc:m . o
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PROTIVA, M.; SDMAK, V.

Synthetic s thol - R .
s e %rr;ﬁa olyties. II. 2-(1, 4-benzodioxanyl) methyl-dimethylsulfonium

CHEMICKE LISTY Vol. 49, No. 3, Mar. 1955

S0: Monthly East Eyropean 4ccession (EEAL), LC, Vol. 9, Sept. 1955 Uncl,
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»13/ Gangtionic_blocking nsvels. 1V, Pentamothylene-1,5- -
gis(:\'—mclhyl)pyrrolidinium Caalta, M. Gorovitka, 2.7 4
' Sedivg, aud M. Protiva {Vyzkumnyg Gstiv farm. blochei. , e l‘,/
TPragne);. Chene ERTPaY, 777-6(1055); ol C4. 50, 1Gauk.
—reating p-MeCJILSONIIAMe ‘with Bubr acearding to
_Luked and Preudil (C.d. 33, 053%) gave 819 -3l Cl1 SO
N Mol by 200-12°8, This compd. wits lydrolyzol to 56%
- MeNHHBu, b, 88-90%, which was traitsfermed  to” N-methyvi-
pyrrolidine A1), b. 73-80°; in 40--8% yields according to
A. 40,5718, 100 ¢g.), 135 &. Br(CH:}Dr, and 50 ml.
© . Me;CO mixed, cosled, and allowed to stand overnight, the
- solid product stirred with 100 m!. E6.0O, the quaternary salt
- Fltered off with suction and washed with 250 ml. 1:1 Et;,0-
*iso-PrOH - gave 209 -g. I,I'-perxIumclhylenebix(N-mrlhylpyr-'
rolidinium --bromide - (II), extremnely - hygroscopic - erystals;
-dipicrate, m.. 274° (from FhAc-EtOH). 11 (105 g.) in 1580
~ ml, H:O was decompd. with Ag,0 (from 500 g. AgNQy), the
. filtrate mixed with 150 g. tartaric acid, the sola. evapd. in

sactio, and the residue crystd. from 400 ml, EtOH ard 70
_nl. FLO to give 240 g. of the acid tartrate of I, m. 213-14°
) _(decompn.). - . L -, Hudlicky . @
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i L Attomptedsynthiesse of Moo T U Gl U, B 1 Sibinining 6F 8. NCCHy
D RN [ w1 el s syvengs 2 i g(‘:(%gtirr{or the “;‘f’?"’foﬁ% heating lh:;! mixt, 4.}:;5;.! Sf,
mgied AT sty 4 s e R i 1H0°, dilg. with 1w B0, washing 3 tincs wi J

- &oures described by'én‘xv: ’::x‘;:i Manden cC ‘1’";" i . omb HCL{1:4), and distg. the ext. gave 577 of the My
and by Schuider and Helleshacl { . 45(-';:116’!;3‘ 2ita) ester of IX, sy 128-32°.  Refluxing Et (ur Me) ester of IX
plied to a eyelopentane vnatoy of g TG0 WeTe ap- 10 hrs. with coned. HCT yiclded 489 (0 3390 Tcarbucy-1-
throughont  the  paper «eyelogenien-ylucetic verd (Xim. 178847 (from HAO,. aaad
3095 (or 2495 2,6-dibydraxy-1, ¢-curlvfentenopyradine (X1},

m. 283-° (from &% AcOH).  Esterification of X with
EtOH and Phke gave 619 mono B¢ ester of X, m. 43-7°
(from H3G).  EI (24 g.) and POCH (100 mb.) gave 206 g.

' 2,6-dickioro-3, $-cyclapentenopyridive (XIL3, m. 34-67, .
102-3" (Prelog and Metzler, C. 4. 41, 453f).  Hydiogenat-
ing 20 ¢ X1 in a solv, of 8 . Nu in 150 mi. EtGH over 35 -

1 . Y £. Raney Ni 8 hrs. at 78280° snd 10 aun. gave 120 g,
3 would liave essulted fram cyclication of Lescthy! 2bengyle ! . §,3cyelapentenopyridine (XHI), by 76-52°; UL m 65 7°
h";c}*""l""tmo"l'"_""r""'“’"}'ﬁ‘ﬂ'l?,\-ridine (It) with 4.p0,;, ' ({mm Me.CO-Et0)).  Refluxing a mixt of 80 g. NCCiir
: f‘" _P"CP"'Pf L from PLHCH MgCl and JJ-«:;':'J:)ﬂ:nlcnopyil 4 COH, 30 . cyclopentanone, 50 ml. Cels, and 2 g NHe |
Priglor _""’”‘“"I’d"_._(m) was unstccessful.” An alteriate ©Ace 7 hrs. at 15080 with contmual removal of HO gave
‘m.‘f.‘lhbd' wus hased ou the following sefies of reactionz: | after coaling 80 g. cyclopentylidenceyanoaestic acid, m.
ey opsxl'tanunc and CHJCN)CO.H rave Leyclopenten-d-yi- 125-8° (frum H,0).  Dictn. of this product s racuo guve
feetoniteile (IV), the reduction of which yicded 2o{loplo- 75 1V, bis 817, Doy 85-8°, 13} 1459, also obtainad it 355 °
vg;n(t:m—l—yl,day!ann;w (V)Y This conpd. treated with yickd by reffuzing 90 g. cyclopentavons, £ g. NCCHz-
PRCHCOC gave N-phenylacetyl-2{ cycogenten -1 - ylethyle COH; 50 ml. Cetle, and 4 g, NHOAc at 160-65° 1 hrs.
. -g"’“’“ I(V{) which was transformed with PO, to F-bensyl- “with coutinuous water removal, and by distg. the ccude
ial._g‘}:-"P‘!'I",""’2‘5-U“!*«’*)‘liropyndme (VH), Hydrogenation ' ‘mixt. i tacao al 30 oo Adding dusing 2 brs. 214 g,
R ul':!(:rlffu.lldc of VL yteided X Lut the attempt to cy- - AV to a stirved mixt. of 10 g. LiAlH,in 100 ml. E4,0 coled
Vi R \.Mig}?zccesfful. 2—Curbc(hoxycyclnpen[an(me ’ Swith ice and salt, keeping the mixt. 90 min. in the couling
i o) g, 71 g. NCCH.CO.Et, aud 15 mi. C.HuN bath, decompg. the mixt. with 09 NaOH, and vxig. the
. reave 83g Et ester of Zearbelhuxy-Icyclopenten-I-ylesano. -aq. laver withh ELO gave 7 g. V, be 60-3°; FC! salt, m.
) - T - 105% (decorapn.) (from MeCO); picrate, m. 1456° {fren

AV @

N-methyvlmorphinan callerd
N-methyl-G-nonuorphinan (1),

: L
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S LA KPQTI ¢ S
Addlng Hig-9 gy 1’}}3, Balff snd M0G0 1
9 & suspension of 9.2 g MNa dust in 130 13N bailing Palfe, . .
refluxing qud stirving the mist, 2.5 hes., decompy
Tal B0 g the ay. layer, extg. the PhiMe luyes with
A mixt, of 55 mi] 130 aud 48 b, H,0, alzalizing the acidje” -
ext. with 2052 KOI, and extg. ta2 base with ether gave 4
I's 3-:)':.'/(:,'4‘«:1:1;/!&}13'!«;m:‘ne, by 35-70°; el salt, m, taye
{frou BtOH -3, C0), Traing 2 mixe. of. 15 5. PrCli;-
COCL 75, ¥, and 3, st of Vi
with 64 ml, 2y vith stitring, filtering off 1
- atid bailing ic ity (o0 ml .0 guve 19 ¢, VI, 1y, gos (from -,
CaHwpetr, cther), Refluxing §1 £ VI S50 i, Celly, andg = =
3G 0, 1 hr.,dceumpg. the mixt, witl dve, alkalizing:
2he soly,, extgy with BLO, and evapy. the exg. gaved g,
ude -YII;. Meras g 114a159- ((rom_—Mé:COvEIOIU,"'v
¢ erude pradijet wis distd. by, 120-2°, the plerate -
S oD, - . 1403 (from ; EtO1); “ancthiodide
*undised, VIT); . imn. 181> (f'ram_n\i‘:OfI-Et;O)’.ﬂ

22 D ydrogenation of the yicthiodida o VIT(8.5°¢.} in 100 ml,
7 :MeOH aver-2g g Raney. Ni'in the presence of 3, KO -
"oat 0% and roony temp. guve 3'g, 11, by 117-22%; picro- .-
ol dnate) m, 18243 (frongag. o). dn anothior. expt., o AR

by hyd:g:gt-uixtibtxﬁf}ffthé».\!&[ salt
iy NI, e 1520 gy
- Hydeogenation of ty - free
MeOtT over 1 ¢, Rutiey N7 a1 voou e i ata,
B, alkilizgting g ether extn, of nip Mixt

e

Ve -2l g 2y F-Td vyl RIROE, 2,3 G totraludva
sy prorate, oy, tin® fﬁr_l:'l}l'l']/t()ll); ,6;:(111:;11:1!:;!lf;x.dlrzﬁ
(ff(lllt'_lillJ[’)..<-“x‘il_{im: 0.5 g 11 72 hes: e 155 g
% cotted. 1), B e reonverad I bt po expecivd.
Lol el Mgy

43320011-3"
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\,/S,mu‘etlc dnalaga - of - ke tu:ate llkalo’d . ¥, Ala
- (quateritary salts) detived kcm 1,001 Miam:no-
fros HM um‘v;&u, ml iH
: e Y Chem,
— T Lily 49, & { c Fn\dd- -
T Cnﬂs svmhesi« irom Cqu :uxd erbax c chloides gave !
X u-d'kumxts, Hx(CI{,)..B.. (I, e 8), (il 5 = 4), lII,_
5w §), and (IV, 1 = :B), which were tr: mJorde {0 the -
'_-cancspoudmg didxinies (¥, n’= 4). VI, is = 0), and (VII,,
Sy v B), twhosw hydrogenation yielded diamines. F C!i- -
L NH.)(LH.).-.C‘[I(NI:,) & (VHI, #o A), (I&; n =8}, and
e 8). 11 apd Mol gave’ s bis(quaternary. me-;
htodide) S!u:c the sime procedure lailed for IX aod X, Al
other. method vms cbosen or-the prypn. of the quatentary | B -
methicdides: "I, d IV were reduced ‘with LIAIH to; © -
“‘dxols PI:CH(GH)(CH,),‘CE(OH)PA (X1, X1, and XIIL for - oo
- -\»n - 2. 4, and 8), and these- transformad with: SOCL to the, PR
FNY Nedrresporiding CiJﬁfldLS, PkLHCIﬁCHq)‘CHCLPH (Z1V, XV.. o
and XVIfor n = 2, 4, B), which with Me,NH yielded . |
\zbls(dnndbylamines). PnCh(NM&)(CH‘g),CH m.fe,g-'a,
(XVH, XVIH, and XIX for 1 =2, 4, an ;ed’
orwith \ie! to bis(quaternary salts), PnC’I(HA!e.)( WCH- -~
S (NMe)Phl, which are either ineflective or dess ect:vez ’
" thanthe dmmef.homum bromide. . IV [yl Soymapet
géom I:tOH)I 55, 146-6°5 72, 1068-7°; ity “good yidd,‘
- 75 9-91°, “GNH were prepd. tron 11V wiih‘v L
. NHOHHC o A£OK in aq. PAOH (slelds in %, mp. it
01,..222-3° gmm ‘AcOH); .- 195-8% (from " dioxane); :
:mg ss';?m_u 2;" (fmm EtOH). Hydmgenaunu ol V— i
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Y
- sure )ulded
s g (J'rom Logy: Lt 0)} Y%
Co- & it m, l[ 88 ({rcm E-.IOH}
- eCulipy, p afe;
o el ey ﬁj"}q&ﬁ%@ 16sp. - He
BN | Wi (il o dit (38 gu!‘:!!
L Yidded) 16‘ Oﬂ't
183y .d ﬁé;,/
ng mxg;xdc wlibz those
D ecrwein.p, nn.d osf! .
ﬂuxm X[J(ll Res” wigh; SOC{; ‘in Cellyi S
m}v 9?Caplffdycrysr X1 V(XIV?, mh!&” l Gyt Ky OHI o
T uily Xy untd gify Cating the cuufi !ca With' g
_daks ;ﬁ)nr of Muyhigy Iu M COH ot @ fenp,, liéatin, !h o
st Yoghy o BSOS i 3 a ulz a o, cvqu the solbeny [
“ull..xl?‘uung the rmdur wuh NLOH winf 0 exty, vith £40 un .
fcIthd 15t ey 133 2-5% 7], - di; m-dluod oy [N
2 fro, !-!Od-Et,O)l “XlVa - Bdve 399 XVIT I, b, ‘, i
{ n/ldmldvde. In, 1?"~8"}’ 709 XVHI by l/0~6 o
: salt; i, 275-4 (lrom moﬂ ML-CO d/mdlmdnla
Loom, JJ? ~8° (fron A EOH), ol brepd, by refluging yif :
- with AMef - NuOH, and McOH 4

hrs.f; LBud S1er iy b“
1‘?’0-'? b: 189° Idlme[/tmiu’e, B 1822 (fromy l'lOU)'

M, Hudm “‘2
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